
May 22,2000

Dockets Management Branch
Food and Drug Administration
Room 1061
5630 Fishers Lane
Rockville, MD 20852

Dear Sir/Madam:

Mikart, Incorporated respectfully submits the enclosed Suitability Petition, in quadruplicate, for your
review and consideration. If you have any questions concerning this petition, please contact me at
the number and/or address below.

C-erie B. McDonald
President
Mikart, Incorporated
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May 22,2000

Dockets Management Branch
Food and Drug Administration
Department of Health and Human Services
Room 1-23
12420 Parklawn Dr.
Rockville, MD 20857

SUITABILITY PETITION

The undersigned, Mikart, Incorporated, seeks a determination that a drug product Propoxyphene
Napsylate/Acetaminophen 100 mg/500 mg is suitable for evaluation under an Abbreviated New
Drug Application (ANDA).

A. ACTION REQUESTED

The Petitioner requests that the Commissioner ofFood and Drugs to amend the list of Drug Products
Suitable for Abbreviated New Drug Applications (2000), and the Twentieth Edition (2000), to
include the drug Propoxyphene Napsylate and Acetaminophen Tablets/Capsules (100 mg/500 mg).

B. STATEMENT OF GROUNDS

The above drug product meets the criteria for ANDA approval under 505(’j) (2) (A) & (c) of the
Federal Food, and Cosmetic Act as amended.

The drug product which is the subject of this Petition is deemed similar and related to the previously
approved product DARVOCET-N 100 (I%opoxyphene Napsylate and Acetaminophen Tablets (100
mg/650 mg) manufactured by Eli Lilly and Company. This petition Tequests a change in the strength
of one of the active ingredients, Acetaminophen, from 650 mg to 500 mg per unit, plus an inclusion
of a capsule dosage form.

The recommended maximum daily dosage for PropoxypheneNapsy late is 600 mg per day. The usual
dosage is “100 mg of Propoxyphene Napsylate and 650 mg of Acetaminophen every 4 hours as
needed for pain”, per the Reference Listed Drug insert found in Attachment A. The proposed dosage
for this product is “100 mg propoxyphene napslyate and 500 mg of acetaminophen every 4 hours
as needed for pain; not to exceed 6 tablets/capsules in 24 hours.” This dosage is consistent with the
dosage listed in the Reference Listed Drug insert found in Attachment A.

Mikart, Inc. “ pharmaceutical Manufacturers
1750 Chattahoochee Avenue ● Atlanta, Georgia 30318

404-351-4510 ● Fax 404-350-0432
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Proposed labeling for Propoxyphene Napsylate and Acetaminophen tablets (100 mg/500 mg) is
included in Attachment B. Labeling for DARVOCET-N 100 by Eli Lilly and Company is included
in Attachment A. A side by side comparison of labeling can be found in Attachment C. Labeling
for the proposed product will be consistent with the approved labeling for other Propoxyphene
Napsylate and Acetaminophen combination products. Throughout the petition the term
“tablets/capsules” will be used for brevity. However, separate inserts will be used for each dosage
form.

For the foregoing reasons, the undersigned requests the Commissioner to grant this Petition and to
authorize submission and approval of an ANDA for a tablet and capsule form of Propoxyphene
Napsylate and Acetaminophen, 100 mg/500 mg.

c. ENVIRONMENTAL IMPACT

The Petitioner claims an exemption under 25,24(c)(l). The product which is the subject of the
Petition is similar and related to drug products that are already being marketed, and there is no
reason to conclude that marketing of such an additional drug will cause significant environmental
effects.

D. ECONOMIC IMPACT

This information will be submitted upon request of the Commissioner.

E. CERTIFICATION

The undersigned certifies that, to the best knowledge and belief, this Petition includes all information
and views on which the Petition relies, and that it includes representative data and information
known to the Petitioner that are unfavorable to the Petition.

&&m./

Cerie B. McDonald
President
Mikart, Incorporated
1750 Chattahoochee Avenue NW
Atlanta, Georgia 30318
(404) 351-4510
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Pv 1517 AMP

DAFWOCET-N@ 50
and cII

DARVOCET-N@ 100
PROPOXYPHENE NAPSYLATE ANO

ACFTAMtNOPHEtk TABLETS, USP

DESCRIPTION
I)ttrv:m. N@ IPropoxyphene ,Nspsylatc, USP1 is on odorless,

white cr.vstnllinr pm-wbr wilh o I,ittrr tmal~ II is verv -Iiichtls +jl -
uhle m wrder nod wdublv in mvth:mol. CIIIXIIOI,.Illor,>liwu]. ,In,l
ocetottr Chemically, it is (r~.S,lR!-t,. -i’2.~r)imrt hyi; ltmlt)rll. l
mf$thyl uthyil-u- phony lpben ethyl proplonnte LWmpOIIIId with
2-naphthnlen+wul fonic ncid (1:1 I mon<,hydr~te. wh)ch inn be I’ep-
ro,%=nlod by lhr occmnpnnytng structural ~mmu]a [Ls Inoi?f’llhr
weight is 56,5.72.

w
Propoxyplwne tmpsylate dilTers frnm pmpws phww hydrnrhlo-

rlde in that it :Illows more stnble liquid ,Iowcge forms and I:]hlet
fnrmlllntions. Becaum of difference= in mol~cular weight, a Iiose
of 100 mg I 176.8 pnml) of propoxyphrne n:)fmylate IS Wqtllrd t,,
wIpply an amount of propnxvphene r.quivaltmt to that present In
65 m~ ( [72.9 gmolt of pmpoxyphene h.vdruchloride

Erich tnhlrt ~f I_Jarvocct.Y 50 conlalns 50 Ing I Pti. $ pml>l>
prnpoxyphtww nnpsylxtc ond 325 mg ~2,150 pmoi I :tc~tatllin,>t>llt>l)

Each tablet of Ilarvocot-N 100 cnnta!nu 100 IIIR I I 76 R ~tmnl I
propoxyphi.ne nnpsvbite and 650 mg 14,.?00 ,tmolf :n.o.(nminoph+,n

Fzch lohh,t nlsn rnntnims ,mnbrrlitc. cclllIlnw., F’ 1) ,Q ~ Ytdlw.4
NII 6, m;lguesium stvnrxte. strnric acid. titaniorn dioxtll~. Imi
other inartive ]n~otli{,nts.

CLINICAL PHARMACOLOGY
Prnpoxyphene i-. a centmily acting tnnrcmic ~nalzeqic mzrnt

f?quimnlrw d(,seu of pmpox@w.rte hydrnchhmdc w Impsylntr pm.
vtde sire, iar plnsma comymtralioos Fr,lltjwin~ ,~rll)>i~)i~trat!,>t],J’
65, 130,0r !95mg{>rpropxv1, h,.,, ehy,lrrrnlllor! (le. t!,c. hi,,a<mil.?hd-
il.v nf propnxyphene is equivah.nt to thnt ,,f 100. :00, ,Ir .300 IIIS
respectively of propoxyphctm n:Ipsyl Ilti. P~ak pkwrn.n concrntrri -
tiom ofprr!poxypht,nr are mm.hcd !n 2 tn ? 1/” hourv, .~~rr 1
100. mgornl <Iowripmpnwphrue !rapvvialP, peak plasm:l !CW+ d
0.05 to 0.1 @nL arp nchipwd. ,\s +h{,wn r“ Fi~rt= 1, the mlpss-
late wdt tmlds to ho ;IiMur&ti mom +Iowiy thnn the hydrochlomfr
At or nezr !hm-npi,”tic <lw+es.this xhsrmp!ion diffcruncp is cm,rl!
wlwn mmprirmi w]th that among subject. nnd :Imong doses.
Figwv 1 Wan plasma mnmntrrdinrw of pnqmx7phtvw !n 8 hunmn .Id>.

Ids foltns+n~ ma) mimtnistratiwz of G: and 1:10 INK,,( the
hwhnchlmde salt ml 1(~ nnd XXI mg d Ih,, nnp.wlnw wdt .Ind 10
7 gqven 195 m~ ,,f the hvrfnxhkmde :Iwl lMf mg ,If tbr n;q-wlmc
wit.
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flecause of this w-mral hunch+d fold <Iiffrronce in QldllhlIiLy !he

:Ib$l>rptlon rate Mvery Imp! doe% oi (he naps! Lite =alt IS .Icn>ti.
cantfy Icnver than that nrequ~mrdar dosr.e of the hydrwhhmwlp

Repented dr~e ~>f prrqmxyphenc at e-hour intervals lead to
incremsin~ pi: ,oncentcrt ions. wid) n pintem] ,?fh>r the ninth
d(we at 4R lmut

Propoxyphenu is metnbotizcd in the liver to yielii our.
propoxyphene. Prwpoxyphene has a hn[f.life of 6 to 12 hourx,
whereas that of nm-pmpoxyphenc is 30 to 36 hours

Norpmpoxyphenc Ims subetccntinll.v less cpntr3i-m?mmM-sy%-
tem-deprestmnt effect than propoxyphene hut n ~rcator local
anesthetic effert, which is similnr to t.lmt of amilripty line and
antjamhythmjc agente, such m Iidocaine and quinitfine.

In animal studies in which prtrp+xyphene and nrwprnpoxvphenr
.vwe contmurwdy in fosed in lnrw nmnunm, in~rncnrdioc mmduc-
tion time IPR muf QRS intervols] was pmhmgecf. Amy intrmxtr-
iiiac conductiim delay ~ttnbutnhle to high crmcentrations of nor-
propoxyphene may be of relatiw:ly long duration,

ACTIONS
Propoxypbene is a mild narcotic nwlgesic structurally rdnted

to methadone. The potency of prapoxyphenc nnpsy!ate is from
two t birds to equal that (ofcodeine.

Dm_vrxet.N 50 ond Darvocet.N 100 provide the nndresic nctivitv
of propox.yphene napsy law and the antipyretic-tum iges]c activity of
acetammophen,

The mrmbimztion nf prnpoxyphcn~ and ncrt:) m irmphen proctucr~
grentor :lnal~r~in IJwn thnt prwfuccd hy uitht,r pm[mxyphrne <m
acetnminuphe~, administered alone.

lNOICATfON
These prcdurts are indicntcd for the relief of mild !O modemte

pain, either wtwn pain is present alone or when it is accompmiod
by fev~r,

CONTRAINDICATIONS
Iivoerwmsitivitv to mmcmxvnhecw or aceta minm)hrn

WARNINGS
. Do no<!preacriba propoxyphene !or pallerds who are

suicidal or addiction-prom.
● Preetwibe propoxyphene with crmtlon for patients

taking tranquilizers or antidepresaanl drugs and
patients who me alcohol in excess.

● Teil yIJur patienta not to excaed the recommended
doee wrd to ilmit their intake of alcohol.

Pmpoxyphene products in excessive doses. either alone
or in mmhirmtion with other CNS depressants, including
ticohoi. are a majur cmtse of drtqy elated rfemhs. Falaii-
ties within the first hour of overdosage are not uncom-
mon. In I SUWCYof deoths due fo ovcrdosogr conducted
in 1975. in approximately 20”! of the fatal cnse~. dcnth
occurred within the first hour IW% occurred within 15
minutest. Propoxyphrme shouid not he taken in doses
higher than those recommended by the physician. “lb
Judicious prescribing of propoxyphene is essentint to the
safe use of this drug. With patienta who me deprowwi m
suicidal. consideration shouicl hr givt-n t.o thr use Iofmm.
narcotic :omlgesic~. Pntien L8 should be mutimwd lhout
the concomitant use of propoxyphene pmduct$ and alto.
hoi Iwcnvse ofpotenlially %=rious (V+i.mi{iitiw, efforts of
these zgrnts. 13ecauxc of its :I{i(ied dcpressnnl efTouts.
prupexyphcne should b-a ptwwrib+d w!th c~ution rnr thO~c
patients whose mr?riicni cnnljition rvquir+w the concomi-
t~nt administration of sedatives, tranquilizers. muscle
relaxants, antidepressants, or other CNS-depressant
drug. %P:, tients should he odvwed of the ndditive depr.w
sant effects of these cnmbmations.

MntLy of the propoxyphene -related detths have
occurred in p~tients with pmwious histories of emotional
disturbances or micidoi ideattan or attempts a~ weli IS
histories of misuse of tranquilizers, aicohol, and other
CNS-active druKs. Some deaths hnve occurred m a conse-
quence of the accw+mtai ingestion of excessive quant itirs
of prnpoxypheoe alone nr in rnmijiuntion w}tb othor
dtwgs. P~tients taking propnxvphcne should he wnrned
nut to exceed the (Iosrige recoin wended hy the phvsic ion.

—.
Drug Lkpcndenre-Propoxvphenk. when taken in hi@rr than

r~commended doses over ionu Permda of”time, can PIWCIUCPdruq
dependence choracterizeii by psychic depndcnce rind. Irm fre.
quentiy, physicnl dependence :Ind tnierance FrIqNmyphenr will
only partially wpprw+a the wlth(irawnl syndrome in imfividunls
phymca ily dc,pendent on morphi rw or other nnrmtics. Thv thu~~
liability of propoxvphene is qualitatively <intiinr totimt d CIXICIIW
altht,ugb quantitatively less, and propwcyphene shm,lci he pre-
wnb+(i with the same degree of caution appropriate h the USF or
cnde>np.

tJsaqe ;II )Imht] iotorY Pat;rII (s- Pro[mxvptwne mT.v it~q]:l?r ths>
mental mWor physical ahiii ties required for theperfmmnncp of
rmtenti~ilv hazardous tasks, such as driving a cm or oporntio~
rnacfiinefi.. The patient should he cnutionwi ~ccnrdingly

PRECAlfTIONS
Cenem/-Pmpoxyphcme shmlld he :Idministerrd witil criution to

pntients wi!,h hr.pntic or rend impairment $incc higher serum
concentrntirns or debwed eliminating may occur.

LJrIIg fnrerartiows-The t’NS.deprrssmzt Ned of pmpo~~.phene
is additive with that (ofothm (VW+(ieprewtnts, including nlrolml.

AS is the mae with many mcdim”rml ngen L~,pm~l~~pherte In:IV
SIOW the metabolism of a concomitantly administered ‘irw.
Shouid this occur. the higher swum cuncentrotions of thnt dnw
mny rwwit in incrwscd pharmncolormc or ndversc ctTects of th~it
drug. .Sucb occurrences hmw iwen rcportml when prnpoxyphmw
wns administered t.o patients on nntideprcw+nnts. mtiwnvul.
$ants. or worfari n-like dregs. Severe ncumlnwc sIgnm includin~
comn, have occurrad w]th concurrent use of czwbamnzepine.

L(W< rn pmnT_5afe ttae in pregmancy hns not been mtnb-
1ishad relative toPosmble adverse efTecLs on fetn I deveh~pmen 1,
Instances of withdrawal symptoms in tile neOnate have be{’n
reported rollowln~ usage dllrin K pr~unnnc Y Ther~fnre.
pmpuxyphene qhould not be wed in pregrmnc womrn unless in the
pldem.nt nf the phvs!cicm, tbe ptentuli henefit~ <Sutwelgh lh~ PO.+
.Ible i)nmrd%



Uwgt, rn .VUIYIIIX ,Mo(lwr.?-l.atw lcvvls of propoxyph,. ne hove
been detected in human milk. [n postpartum utudirs !nwdvin~
nursing mother~ who were g]vrn prnpoxypht-ne. no adverse
el%ts were noted in infnnta recewing mother”- mdk.

U.sWe in Prdiacmc Patien ~s-%fety and effectiveness m pwli-
atric pntienta have not been estnbli?-hed.

Usoge in the E/, fer[,y—The rme f,f prnpnx>-phcne mctaboliem
mny he reduced in some patients. [ncrrased (io~in~ rntc.r~..al
should be considered,

A Patient Information Sheet is avzilable for this product. See
text folIowing “How Supplied- wction IW1OW.

ADVERSE REACTIONS
[n s suwey conducmd in hospitalized patit.”~q. less thsn )’7 nf’

p:ltients tfiking propoxyphene hydrochloride :tt recommended
dines expen”enced side c@ectx. The most frcqut-ntly reported WCre
dizziness, sedation, rIaW,WI. nnd vomttinq. .%mw of those M&me
reactions m~y be alleviated i f the ptctient lips down,

Other adverse rtmctions inclmh= zimstipntinn. abdominal pann.
~kin r.whew, lightheadedness, headache. weakmws, euphoria.
dysphmin. hallucimztions, a“d minor visual rlij=turhances.

Livrr ci.w?funrtinn hns Imcn rrportcd in :mxnciatinn with both
:!vtlvc contpon<.nts of l):IrvoI.c. t-N Ill .IIISI I):]rvvvut ?4 1(11}
I’ropoxypbenc thernpy km been nsxociok,d WII h ,>hnorm:, I Iiirr
function tests and, more rarely. with mstnnces of’reverwble ]nun -
dice (including choiestatic j~undice). Hepatic nqcrnsls may result
fmm acute overdone of acetmninophen astv Management .f Ovt.r-
domge). In chronic ethnnnl ahusprs, this has been reported rar.1.v
with short-term une of ,lcetmmnophen dosages of 2.5 tn I(J g/dz+y
Fatalities have occumc.d

Renal papillary necros]s mny result from chronic
acetaminophen oaa, particularly when the dosage is greater then
recommended and when combined with nspirin.

Subacute painful myopathy has occurred ~ollowinR chronjc
prvfroxyphene CWrn?rmmw.

DOSAGE ANO AOMINISTRAVON
These prnducts me given mall? Tfw usunl dO.We is l~f) m%

pmwvphcne navyla@ nnc1650mg ~cetamlnol)henm’e~ thaum
(as needed for pnin. The maxtmurn recommended Arw.e ~f
propoxyphene napsylate is 600 mg per day.

Cmcsideration ~hould be givw) 10 a reduced total dnih’ dOsagr In
patient-s with hepnticnrrmml impairment.

MANAGEMENT OF OVERDOSAGE
In nil cases of .uspocteci overdmqfe. call your regionnl pol~~)n

Cmwrol Center to obtain the most up-to-date in fmcnntinn >IMIIIC
the treatment nf overdose, This recnmmendnti(ln i- mfide
becrcu.we,in general, in fmmmtion repmcfing the trwttment oiiwer.
dowlge mnychan~mom rapidlv thnn+iO packflwin*eft~

In]tiai consideration should begivon LOthe ,nmtnmln~l)t IO[lIW
CNS ei%ctso fpropoxypheneo ve~osage. Resusatative measures
should be initiated promptly.

Ssntptonl.v of Pmpoxyphem Ouerdv.saqe—The manifestations flf
ncute overdoww?e with pmpoxyphcne me !.how of nnrmtic over.
{iosngr, The pntir.nt is wumll.v wlmnnh. ut btd mnY Iw ~tofwm{l.< ‘}r
rnm.atosc xuci crmvu IsinK. P.mpimtory dcfnwswn is ~,lxwwt$.ri.~tlc.
The vw,lilutury rate ,~ndfor tidal vulume is decri?zsrd. WhICfI
results in cycmmtis nnd hypoxln. Pupilsi initially pinpOlr)t. nln?
hw-nmedilated as hypoxia incrcnses. Cheyne-Stokes r~:plrallm
nml apnea may rxcur Blood pre%wwe nnd henrt raw nre UMMIIY
rmrnml initially, hut blcal premtm fall.. and (’nrdinc krfo~:t]lce
deteriorate.% which ultimately results in pulm~maw edema ~nd clr.
culatory CO118PW,unless lhe respimtory depresmmn is corrected
and zdequate ventilation is re~toreci promptly. f%~inr ~~h?th.
miss nnci conduction deloy may he pre~ent. .1 combined re~plrO-
tory -metzihofic ncidosis occurs (ow\ng to retnirwd rf)2 ,}~ypcrcop.
nia) and to )sctic ,ncicl form~d during mrsernl)lc gl.vccIIYQI$.
Acidosis may he severe if large nmnunta of aalicylntf’s have al~~
bern !ngested. Death m~? Occur.

Trrntment of Proporvphenr ot,$rclc,.cnge-, %ttenlion shouid he
directed first to mtnblishing 1 patent mrwny imd torestorin<
ventilation. ?Jrchanwdly assistml ventilation, with or wtth~l~~t
oxygen. may be requi t-d. aid ptwitfve prmsuw! respiration may
heritwirnhie i(pulmmmryedemn is fw~enc. ‘The nnrc@tczntaQO-
rtlst ualoxone wilI markedly reduc? the degree ,If respiratory
depression, nnd 0.4 to ‘2 mg should he zdmtnietered prmT~PIIv.
preferably intravenously. If the desm+ dev= of ~}flnt@racL1On
with improvement in respimtu~ frmctim w nOt nht~lned. ~ak)x.
mw should he rvpeatd at 2. tn lmtnure intervals The duratmn
ofactioni)f the nntngnnist maybe brief. IfI}o m~~n~e IS nh~e~’~d
atlr.r LOmg of nnkmone have been ndministercd. [he diagn~lsls Of
prnpoxyphww toxicity ,hnulci he qurstimwd Naioxone mIIY :Iiso
be adm[nisterecfby mmtinmnm intravenous mfusmm

Treatment of Propoxypl)enc Ouerd~~~ire In pp<~i~trr~
Patients—The usual :nitial dose of naicmone k! pc~lintri~ patien@ w
0.01 mglkg body weight given intravenou~iy [fthls IkIS.edws not
result in the [iesired deg’rce.of cliniwtl imprnwment. * wd~q~lQnt
incmwwcl Iloae nf(l 1 mgilcg body weight nmy he ndn!tnwterrd [f
an W route of administrati6i is not avmlahle. nnlOxone 1WI%fW
ndminirkmrml [M m suhcutaneonsly in dkided AIM’S lf necm~~.
rmloxom=mn be{iilu~i!vith Sterile ~a@rf*r foj~tlr’n

Blond WVWM,PH. nnd electr~)lyre~ =hOuld he mnnltOr@d III
ordrr thnt acldnsis an d any electrolyte rfisturbtcnce prf,.rnl ma?
he cnrrrctcd promptly. Acidosis. hyPxia, :~nd gen~r~lized “NS

%LIwmdCo fwwf 1’372.’=

flARVOCET-N@ 50 and DARVOCET-@ 100
(Propoxyphene Napsylate and
Ace!aminophen Tablets, fJSP)

dcpr.%+~ion prrdi~fxmc to thr, ,lcvelopmcnt ,,fcnrdinc arrhythmias,
V1.lttriculnr fihr,llntion orcordincamwct mnyocct,r and nccessi.
fate the full complement orcnrdinpulmonary rewmcitation IC’PR)
!nv:vmrcq. Respiratory ncidosis rnpidiy subsich$s as ventilation IS
rrstorml anti hypprrapniz eliminated, hut lactic ncidnsis may
rwpliru intrm-enrmq I)icarimo;,tr fi,r prompt correctiml.

Elwlrm?rdiographicnl onii, r,ringlsossrntinl. Prnmrptct>mertio”
or hvpoxin, acidmws. nnd clcctrnfyte disturlm[wv (when present)
will help p’event these cnrrtiac compiicatitms .anri will lncr~xse
thpvffecti$enessofagents :Idmin{.stered to restnre normid cardi;)c
function.

In odriition to the OKPof ,? norcotic nntngnnist, th~ pntirnt
I1l:IVnlquirc Carvflsl tilrnti,)n with an :t”ticcj”,,cllg:lnl LrIt..n~r<)l
conv!!lsinns. Aoaleptic drugs (for cxamfrie, caffeine or
~n)phetamirw) .hould not he used because of thejr tendency Lo
pl’rcipitntc convulsions,

Wrcral Supp”rtivr memmrrs, in addition 10 ox,v~en, inrl!irlr,
when necpssn~. intravenous llu NIs, ,.nsopres~”r. bnutrnpic cnm.
pounds, and, when infcctio” is likely, imti. infective a~ents. G.nstrlc
lrIVTFIPmnytw IIseful, nnd :nrtivnted chmroal cm’! ndsorb n s]gnifi-
cnllt omoqlmt ofingtWed proprvcyphc”e, Dialysis is of [it,tle VniLI+.in
pmmning Iue to prn~xyphene. Efforts shnuld be mnde to detrr-
mme whether otherzgent.~, such maolcnhnl, harhiturntes. trnnquil-
i-.cw, nr orhm c!-L$ (iepremurts, were also in~ested. <ince these
inmnse(; NSdepn,~si{)n nsweil mrxzuse qwcifictnx!ccfrrtis.

Svmptom$ ,)f Ac?tamirwpften Ot, crdo$age—.Shc]rtly after nmi
ingmtion >f m ovurdnsc ot_;tcetam@nPhen ,I”d f“r the ~e~ 2.4
hours, anorcxifl. nauaen. vomiting, ciiaphomsis, general malaise.
and abdominal pain have been noted. The pmie”t may the” prs.
sent no ~ymptcrmr,, hut w.ide”cc “f liver rly,cf””ctio” ~ny IX,,-nnlv
nf7P~r~n~ UP to 72 hnupq after rngesti on. with ,.levntrd ~rrum
trnn.unm maw? nnri h!ctlc fiehydrngpnmw Ievt-ls, an inrrrmw in
serum })ili]mhin cnncpntrations. and u pndon~ed prothrurnbin time,
Dmthfmmhe pnticfailurt. mnyrestdt3 to7(inys nfier,)\~crcl\,sa~e,

.k’utermml Llilurema ymccnmpan ythehepati cdysft!nctinn IWI
h“- beta [;WCCIin poticnta whodn not rxh!bit xiqnsof rulrninant
Iwpatic [nih]m, TypIcttlly, rmal impnirruent is mom= apparent (i 10
9 days tztlcw in~estmn of the ovcrciuse.

TrrotmwLt of,4crtnminnplwr1 Ot,erdosnRr—Acetantinopl>(~n in
massive overdosagc may Pause hepatic toxicity in some patients,
rl~o/l Po.ve3,1f.TII.T17qcfed<JuPPd,,se,ir7ttne(tintri,v ea//,y,#t(r >v~[(8t7fl/
POZ.WJJIcenter or Ifle Rocky ,Mmtntoin Pot.son C,,ntwtq troll. frw
)Iirmbw 1800-525-6115) for assistance in difigmosis nnd for dirrr-
tilln~ ill tb~ (lRCof ?i.aCM.ylCyWWIC m q“ !Illt@#kI

In adults. hepatic toxicity has rar~ly been re.pmtac) with MU!O
overdoses of less than 10 g and Cqtalities with less’ than 1.5 K.
Importantly. young childrrm wr.m to he morp rrsistan{ th~n
adults LOthe hepntotoxic cff’t of m ,?crtnminnphm ,o~v.rdoun
Ih,q)il,, Ibis, !hr mrmmrm ouiiincvi bc,low +hmlld lx, itti(l:utvul IS)
an,. .I(fuit m pcdi<atric p,olitm t..+.swspwtcdd hnvin~~ in~g.sl~d )11
.acetaminophen nverdnse,

Becmweclinicnland l;ik>ratt>y evidrnce c,fl]rpntict.nxicity mn,v
nvl he appnrent ut}tll 18 to 72 hours pnstingestion, Iivcr functi,)o
studies +muld be obtnined initially nnd repeated at 24-hrmr
intcrvnls.

(lmsider ?mptying the ~tnmnci] promptly hy lavnxe nr by imitn.
tionofemw.is with $Yrupnfitu.cfic Patients’ $.~timehs,,f lllequan-
tity of a cirug ingested me m)tormusi.y Imr<,iiahir. The,.uliwr, if:m
acetnmlrmphen overdose is suspected, <l <ernm acetatninophen
assny should be obtninert m early as possible. hut Ino sooner than
4houm following ingestitm. TM mtdote, .N-.wetylcysteine, .sho,fld
be ndmin]stcred wezrly IS Ipnssibic. and within 16 hourq of liu=
overdose Ingestion for qrtimal results, Following rccwmry, th~re
are no maidual, structural, or t“unctinnrd lmpatic abnormalities.

ANIMAL TOXICOLOGY
~}cacttel ethaldoseso fthellydrnchlorideand nnp@ntewzlL=

ofpmp+xvphenew wedetwmined in4spccie.9. The rcsultsshown
in FWUW2 indicate that, on n molar basis. the napsyinte ~nlt IS
less tome than tbe hydrochloride. This mrzyk duv Lotherclnti~w
!nsolubllitv nnd retarded absorprionnf profmxyphene nap%ylate

+llm z
4CUTEOFIAL‘oxICIIVOFIW+WXYPHENE

LO.(W’@)tsE
Loq(ImWkq,

Pmf.mvpc!dm P.c@*ene
Swc.s rccmwss~W?%_
Wm. 2s3%39 315, 1s3

!375 1w

M@z >!83
022 .0 ?2

,. ,W .183
02? ?032

Some Indication uf Lhe relat;vc insolohllity Ind !I,tnrd{wi
ab.wrptim (]fpm~xyphene napsylate!vas l~btaind bY m~:~sl]mW
pkwma propoxvphenm bawds in ? WOUPS of ~ dogs f0110ww?n7~!
ndministrnt ion of equimrrlar dosm d’the Z salts. .% shown in 17ig-
ure 3. the peak plastnn concentration ohservc[i w!t. h
prqzoxypheneh ydrochlonde~vns much hidwrthotl that<lt~t:linl,d
alter ndmlnistration nrthe napsylnte init.

AJthm]gh none of the animals in this experiment died. 3 of the 4
dogs giw.n propnxyphene hydrochloride exhibited convulsive
sei zures rfuring the time inkw~i corre~vnding to the pf’nk PIR*-
mn ievek. The i nnimols rewi~ring the nnp+te -nit WCrGmll{il.v
atmnc hut not mutely ill. . . .
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HOW SUPPLIED
Darwcet-P@ Tablets INo. 1890) are avadoble in:
The 50 mg tableta are dark orange. capsule sha~. film ~~~J@d.
a“d imprinted with the script “Lilly’ and “DawO~t-N JO m
one side of the tablet, using edible black ink. TheY *re available
in follow.%

~ttle~ of I(JO(ffxF’ak*) NDC 0002.0351-02 (TA18901

Dmwcet-@ Tablets (N,L 1s93) nre available in
The 100 mg tablets are dark orange, capsule shaped, film coated.
and imprinted with the script “LII!Y” on ,~ne ~lde ,?nd
“Dnrvncet-N 100” mr the other side of the tahlec, using <,dible
black ink. They me available m followw

Bottles of 100( fLxPak’) NDC 0002.0363-02 (TA1893)
EkLtthwnf 500 NOC 0002-0363-03 <TA1893)
fDt 100 NDC 0002 -0363-3.? (T’\ 1693 I
lDt 500 NDC 0002-0363-43 ITA1893 I
RN$ 500 NM 0002-0363-48 ITAlf493)

‘AllRKPaka{wI!%- pack~”, L,Mv)h- $af4ty-
+Idem.kea Wnddaaanwdicatkmbkj)
tRevOW~ Pxkqo

Store at controlled roem temperature, 59” to 8WF !15” tO Nk”C L
CALrTION—Federal IUSA) law pmhibita dispensing without

prescription.
The following information, including description of dosage

forma and the maximum dally Josnge of each, w avminhle tn
patients receiving Darvon pmducta.

Patient Information Sheet
YOUR PRESCRIPTION FOR A DARVON@ clx(PflOPOXYPHfSNE) PRODUCT

$umnwv
Fmducts containing Damon m-e us&l to relieve pain.
T.lhllT YOUR INTAKE OF ALC!I?HOL WHILE T,\ fUN(;

THIS DRIJG. ?rfnke sum vour doctor knows if vou nre tak]nz
trnnrpilizcwa, sleep aids, On”tideprewmnts, antihist’am inee, or nny

.,

nthcr drugs that make you slwpy. CombininK pmpnxyphene wtth
alcohol nr these drugs in rxi-es.sjve doses is d,mr~ernus.

Use cnre while driving a car or using machmcs tmtil you sw hnw
tlu. drug r+tlwts you hscnuse prrrpoxyplxmr cm make you $k,qw
Do not take more of thr. drug than .wmr rkxsnr proscribed, Dcwm-
drwci= has nccurred when patietr~$ hove token pmpwqphene Iior a
Inng period of time at doses gs-rmt.erthan recommended,

The rest or” this lemflet gives yu more information tbuut
propoxyphene. Please read it and keep it for futurt? use.

Uses 01 Darvon
product% co”L~bri”g onr-w” nrw “sr.d for the rmlipf # IINld to mm-f.

crate prtin. Products th~t contain IJnrvon plus nspirin or
,lceL~minophen me prescribed for the relief of ptin or rmin .wwxmtml
with rever,

Before Taking Oarvon
Make Wire your doctor knnwm ,fyou have ever had sn gllergic

reaction to frrnpoxyphene, aapirin, or acetaminophen. Snme forms
of propoxyphene Products contnin mpin’n tn hr.lp relieve (he pain,
Your doctor should be advised lf you hnve a histo~ ,>fulcers or if
you me taking an tmticoa~ulant (Ublnori thinner !, The asp!rin
m ny irrilatc the stnmach Ii”ing and may cause !deedirrg, particu.
[m’ly if an ulcer is present. AIso. bleeding msy occur If YnU IR
tnking m nntieaagulant, In a small group of people, .wpirin may
cause an asthma attack. [f you tre one of these people, be *ure
your ({nqT dc+s not contail) aspirin.

The elTect of pm oxyphene in pedii!tric patients under 12 has
n&e~;M#~d&’&refom, use o(the drug in this age group is

Also, due to the possible mwrciation between ns~irm nnd ReYc
Syudrnme, those prnprrxyphene products contnlning aspirin
should not be given to chikiren, inctudiug teena~erx, with cfrickrm
pox or flu unless prescribed by a physicinn. The l’oilOwing
prnpoxyphene product contains aspirin

Domorr@ Compound-66 IProptrxyphene Hydrochloride. L.pirin.
and Cfiffeine, USP)

How to Take Oarvon
Folltrw j-our [ioctor’s direction< rxnctly. 1)0 nm. iocr[wse t.lv,

onmunt .VOUtake without your doctor’s .npprnvwl. [f .Yrw m is~ a
dose of the drug, do not trike twice as much the next time.

Pregnancy
Do not take propnx yphene during pregnancy unless your dorL1w

knows you are prc!qmnt and specifically recomm~nrl~ ,t~ u~e.
Cases of temporary dependence in the nc.wbnrm have !nccurrvd
when the mother has taken propexyphene consi~tentl!’ in !he
ww.ks hefnre delivery As a generai pnnci pk., no drug .hould be
tfikerr durin~ pregnancy unkwrr it is clearly n@CCWWU’Y.

Ganeral Cautions
HtWVVurw of .71UJIOI wth prnwvwhwre is ha~a~~ll- and [w’

Id tiv ovnrdosage symptoms ~wc “Overdose” hQ1f NvI.THERE-
FORE, I/lMfT YOIJR [NTAKE OF /\ L(!{)f[O[. WIIILE TAK-
{NG PROPOXYPI{ENE,

(!on;binations of ~,xcrssive dines nf prnpaxyphcne, alcohol, and
tranquilizers are dnn~crntm Make sure ymlr dnctor knows if you
nre taking tranquilizer% shwp aids. antidrpre! want rfru$!s. nnti.
hi.$tnminm. m nrry nther drwgs that make You +epy. ‘it> UW+of
[hose I rug!{ with prrqmxyphcne incrww+cs the{ r w.do{iw vfTrcts
nnd mny lend to overdosnge symptoms, including ,It.ntlt Ise!.
‘Sfhwrdfrse’ below 1.

Pmpnxyphcnr mny I’mWWdrnw~incs~ (Jr intPair Ym!r m?ntal
:lnAJor phy+ieal abilities; lhcrdinre, ,Jsc cautimr when drit, ing n
vehicic m r,pemting dnngenms mnchinery ‘dU NOT perfnrm ony
hnzardous tnsk until ynu have ~een Your re~pnn$~ to this dr~l%

Prqmxyphene mn.v increwe the Cnncentratirln in the m? <Ifnwd.
icn~imrs. such ns nnticrmgulan!s !‘hlomf thinners”), .mtideprewmts,
or dn)gs IWCdFnr epdcpsy. The result may be cxccs=ive or ndwme

Mnke sure your doctor knows if you amel%cLs of these medic ntimrs.
tukiug rmy of these msdicaLirms.

Dependence
Yrw can !wcnme dependent on pmpoxyphene if ymt take it (It

h)gher t hln recomtnmderk doses mrr?r a Ionq perimf ,>f time
Dependence is <I feeling of need rim the drug and ~ feeling Ihat
ym cannot perform normally wjthmlt it.

Overdoav
An overdose nf Darvrm. .Ilmw or in cnmhi nation with ,~thor

dr(tgq. including nlcohol. mnv cause wenknp~~. diffic~lltv in
hrcnthimz rorrtilsinn, nnxit%y, .Inrf more srwrre lrmv~lness mrd
dizztm,sa. Extreme overriomm?e mnv lead to uncwwciousne~s and
death.

If the lmqmxyphmre prrsiuct cnnta ins n~taminophmx. the owv-
doswzc svmotoms Include nnuswr. vomiting, Inck of appctilc. ntzd
cdnlo”rnin’aipain. Liver dnmnge mav occur even aft@i S?mvtnmq
disappear. Death can occur {lay< later.

When the prepoxyphene prrrduct <:rmtains nspirin, symptnms of
taking too much of the drwg are hemiache. ,Jiz~)ne~s. rmEinE in
[he rntm, ditliculty in hearing, [iim ,rision, confus! on.,drmv~lnrss,
swenting, thirst, rapid hreatbing. nausea, vomiting, :~nd.
ocrnsionally, diarrhea.

In any wspected ,overdosage situation. contact YOUr Iocmr mr
ni=arw,t hospital emergency roam. GET EJIER~EN(”~ HEJ. p
[MMIZDIMY?LY.

KEEP THIS DRL’G AND ALL DRL’CS OUT OF THE
REACH OF THE PEI)IATRIC POPLJLATION

Possible Side Effects
when pmpoxmhene is taken m directed. .Ide rffect.= :,n, in fh-

<qurmt.,Mmmk~those rqmrtrd .me dmwsincss, dizziness. nausea. oml
vomitmg. t[these effecw occur, it may help tl_you lie down and rww.

Lms frequently repmted sirfe (,ffects am cmmtipution, abdomlnnl
pmin. skin rnshes. lightheadedness, fmadnche, wcakne%. h:dlucimr.
tirnm mir,nr vlsuirl disturlwnces, turd fcelinp of elm inn or dismmfort.

If side dfccta occur ml concern ymt. cmrt~ct ymlr cfwxor.

Other Information
Th{.<clfisnnd,@rctivc tIWIP f i>r!,t)t>~>,l]ll,,l>rclr.~wrlds on .wml-

t:!kiug il ex:wtly ns dirt$cttwf. This drllg hns !mon pn,wrihwl
<pvmftrnl}y for you .anrl your presentcnnli itim. [h not Rim: Ibis
drug toothmn whnmoy have ?imilor~yrnptoms Domd usc )t Iinr
any othrrr~ason.

[fyou woukl like morr in fnrmntmn :Ilmut prnpn~vph,,n+,, ,wk
vmlr rhwtor or phormnrist. TIM*.vIJ:IV. :1 mare ICICIIIIIC:I1IWIIIC!
[professional lahr4ing) YDIIma.vrr-ml.

Selected Darvon Products

D;&&
8 DarkOrange. Capsule Shaped.

Film coaled Tablels lmprmed
Wh tie!’ttllv”ontheo~slde
and-Dawocer-rl 7oiYo+?1he
other, ustngad,bkrb!ackmk

6 Paratgl!cShapad CaDWas
ImprmtedWUIScnm Lily”
,mld“3!71-ml ma Ofmq”e
graycap and “OarvonComp 65’
on the opaque red botfy.
using sdtb!eblack ,nk

s Pa@cMc.Shaped CaOwles
lmp,,ntedwthScr,pt Ql!y
and H03-m lhe opaque
pmkcap and ‘Dawon-on
Ihnopaqw?pmk body, JSIV
ediblablackmk
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Tatjels
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PROPOXYP2ENE NAPSYLATE AND ACETAMINOPHEN
T.mLETS/CApSULES usp %

(100 MG/500 RIG)

Rx Only

Code 000000
Rev. 05/00

DESCRIPTION
(Propoxyphene Napsylate and Acetaminophen) is supplied in tablet or capsule form for oral
administration.

Each tableticapsule contains:

Propoxyphene Napsylate USP . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . ..100mg
AcetaminophenUSP . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . ...-.500 mg

Active Ingredients: Propoxyphene Napsylate andAcetaminophen
Inactive Ingredients: Arnberlite, Cellulose, F D & C Yellow #6, Ma~esium Stearate, and

Stearic Acid.

Propoxyphene Napsylate USP is an odorless, white crystalline powder with a bitter taste. It is
very slightly soluble in water and soluble in methanol, ethanol, chloroform) and acetone”
Chemically, it is (as, 1R )-a-[2-(Dimethylamino)- 1-methylethyl]-a-phenylphenethyl propionate
compound with 2-napthalenesulfonic acid (1: 1) monohydrate, which can be represented by the
accompanying structural formula.

Cy, 0&,H5

(Cl-i ,) ,NCH2— ~.;-c.,~.~~’?:.

i+

Q

C2zHz9N02*CIJ180~S*H20 M.W. = 565.72

Propoxyphene Napsylate differs from propoxyphene hydrochlmid.e in that it allows more stable
liquid dosage forms and tablet formulations. Because of differences in molecular weight, a dose
of 50mg (88.4 ~mol) of propoxyphene napsylate is required to supply an amount of
propoxyphene equivalent to that present in 32.5 mg (86.5~mol) of propoxyphene hydrochloride.

Acetaminophen (4’-hydroxyacetanilide), a slightly bitter, white, odorless, crystalline powder, is
a non-opiate, non-salicylate analgesic and antipyretic. It has the following structural formula:

HO
e

NHCOCH3

C8&N02 M. W.= 151.17

———.



CLINICAL PHARM.4CQ)LQGY
Propoxyphene is a central: “sting narcotic analgesic agent. Equirnc ‘-” doses of propoxyphene
hydrochloride or napsylate provide similar plasma concentrations. Following administration of
65,130, or 195 mg of propoxyphene hydrochloride, the bioavailability of propoxyphene is
equivalent to that of 100, 200, or 300 mg respectively of propoxypherle napsylate. Peak plasma
concentrations of propoxyphene are reached in 2 to 2 ?4 hours. After a 100-mg oral dose of
propoxyphene napsylate, peak plasma levels of 0.05 to 0.1 pg/rnL are achieved. As shown in
Figure 1, the napsylate salt tends to be absorbed more slowly than the hydrochloride. At or near
therapeutic doses, this absorption difference is small when cornp.ared with that among subjects
and among doses.

Figure 1: Mean plasma concentrations of propoxyphene in 8 human
subjects following oral administration of 65 and 130 mg of the
hydrochloride salt and 100 and 200 mg of the napsylate salt and
in 7 given 195 mg of the hydrochloride and 300 mg of the
napsylate salt.

Figure 1
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Because of this several hundredfold difference in volubility, the absorption rate of very large
doses of the napsylate salt is significantly lower than that of equimolar doses of the
hydrochloride.

Repeated doses of propoxyphene at 6-hour intervals lead to increasing plasma concentrations
with a plateau reached after the ninth dose at 48 hours.

Propoxyphene is metabolized in the liver to yield norpropoxyphene. Propoxyphene has a half-
Iife of 6 to 12 hours, whereas that of norpropoxyphene is 30 to 3ti hours.

Norpropoxyphene has substantially less central-nervous-system-depressant effect than
propoxyphene but a greater local anesthetic effect, which is similar to that of amitriptyline and
antiarrhythmic agents, such as lidocaine and quinidine.

In animal studies in which propoxyphene and norpropoxyphene were continuously infhsed in
large amounts, intracardiac conduction time (PR and QRS intervals) was prolonged. Any
intracardiac conduction delay attributable to high concentrations of norpropoxyphene may be of
relatively long duration.

ACTIONS
Propoxyphene is a mild narcotic analgesic structurally related to methadone. The potency of
propoxyphene napsylate is from two thirds to equal that of codeine.

Propoxyphene Napsylate and Acetaminophen Tablets/Capsules provide the analgesic activity of
propoxyphene napsylate and the antipyretic-analgesic activity of acetaminophen.

— .—.=.—



The combination of propwyphene and acetaminophen produces gr.gater analgesia than that
produced by either propm., - hene or acetarninophen administered i ~e.

INDICATION
This product is indicated for the relief of mild to moderate pain, either when pain is present alone
or when it is accompanied by fever.

CONTRAINDICATIONS
Hypersensitivity to propoxyphene or acetaminophen.

WARNINGS

+ Do not prescribe propoxyphene for patients who are suicidal or addiction-
prone.

+ Prescribe propoxyphene with caution for patients talking tranquilizers or
antidepressant drugs and patients who use alcohol in excess.

+ Tell your patients not to exceed the recommended dose and to limit their
intake of alcohol.

Propoxyphene products, in excessive doses, either alone or in combination with other
CNS depressants, including alcohol, area major cause of drug related deaths. Fatalities
within the first hour of overdosage are not uncommon. In a survey of deaths due to
overdosage conducted in 1975, approximately 20% of the fatal cases, death occurred
within the first hour (5°/0occurred within 15 minutes). Propox.yphene should not be
taken in doses higher than those recommended by the physician. The judicious
prescribing of propoxyphene is essential to the safe use of this drug. With patients who
are depressed or suicidal, consideration should be given to the use of non-narcotic
analgesics. Patients should be cautioned about the concomitant use of propoxyphene
products and alcohol because of potentially serious CNS-additive effects of these agents.
Because of its added depressant effects, propoxyphene should be prescribed with caution
for those patients whose medical condition requires the concomitant administration of
sedatives, tranquilizers, muscle relaxants, antidepressants, or other CNS-depressant
drugs. Patients should be advised of the additive depressant effects of these
combinations.

Many of the propoxyphene-related deaths have occurred in patients with previous !
histories of emotional disturbances or suicidal ideation or attempts as well as histories ~
of misuse of tranquilizers, alcohol, and other CNS-active drug,s. Some deaths have,
occurred as a consequence of the accidental ingestion of excessive quantities of
propoxyphene alone or in combination with other drugs. Patients taking propoxyphene ~
should be warned not to exceed the dosage recommended by the physician.—

Drug Dependence
ProPoxfihene, when taken in higher-than-recommended doses over long periods of time can
produce drug dependence characterized by psychic dependence and less frequently physical
dependence and tolerance. Propoxyphene will only partially suppress the withdrawal syndrome
in individuals physically dependent on morphine or other narcotics. The abuse liability of
propoxyphene is quantitatively less, and propoxyphene should be prescribed with the same
degree of caution appropriate to the use of codeine.

Usage in Ambulatory Patients
Propoxyphene may impair the mental and/or physical abilities required for the performance of
potentially hazardous tasks, such as driving a car or operating machinery. The patient should be
cautioned accordingly.



PRECAUTIONS – ..-.
General
Propoxyphene should be administered with caution to patients with hepatic or renal impairment
since higher serum concentrations or delayed elimination may occur.

Drug Interactwns
The CNS-depressant effect of propoxyphene is additive with that of other CNS depressants,
including alcohol. As in the case with many medicinal agents, propoxyphene may slow the
metabolism of a concomitantly administered drug. Should this occur, the higher serum
concentrations of that drug may result in increased pharmacologic or adverse effects of that drug.
Such occurrences have been reported when propoxyphene was adkninistered to patients on
antidepressants, anticonvulsants, or warfarin-like drugs. Severe mmrologic signs, including
coma, have occurred with concun-ent use of carbarnazepine.

Usage in Pregnancy
Safe use of propoxyphene in pregnancy has not been established relative to possible adverse
effects on fetal development. Instances of withdrawal symptoms in the neonate have been
reported following usage during pregnancy. Therefore, propoxyphene should not be used in
pregnant women unless, in the judgment of the physician, the pc~tential benefits outweigh the
possible hazards.

Usage in Nursing Mothers
Low levels of propoxyphene have been detected in human milk. In postpartum studies involving
nursing mothers who where given propoxyphene, no adverse effects where noted in infants
receiving mother’s milk.

Usage in Pediatric Patients
Safety and effectiveness in pediatric patients have not been established.

Usage in the Elderly
The rate of propoxyphene metabolism maybe reduced in some patients. Increase dosing interval
should be considered.

A Patient Information Sheet is available for this product. See the text following HOW
SUPPLIED section below.

ADVERSE REACTIONS
In a survey conducted in hospitalized patients, less than 1% of patients taking propoxyphene at
recommended doses experienced side effects. The most frequently reported were dizziness,
sedation, nause~ and vomiting. Some of these adverse reactions maybe alleviated if the patient
lies down. Other adverse reactions include constipation, abdc)minal pain, skin rashes,
lightheadedness, headache, weakness, euphoria, dysphoria, hallucinations and minor visual
disturbances.

Liver dysfimction has been reported in association with both active components ofPropoxyphene
Napsylate and Acetaminophen Tablets/Capsules. Propoxyphene therapy has been associated
with abnormal liver tiction tests and, more rarely, with instances of reversible jaundice
(including cholestatic jaundice). Hepatic necrosis may result horn acute overdose of
acetaminophen (see Management of Overdosage). In chronic ethanol abusers, this has been
reported rarely with short-term use of acetaminophen dosages of 2.5 to 10 g/day. Fatalities have
occurred.

Renal papillary necrosis may result chronic acetarninophen use, particularly when the dosage is
greater than recommended and when combined with aspirin.



Subacute painful myopath~has occurred following chronic propoxy~hene overdosage.

DOSAGE AND ADMINISTRATION
This product is given orally. The usual dosage is 100 mg propoxyph.ene napsylate and 500 mg
of acetaminophen every 4 hours as needed for pain; not to exceed 6 tablets/capsules in 24 hours.
Consideration should be given to a reduced total daily dosage in patients with renal irnpainnent.

MANAGEMENT OF OVERDOSAGE
In all cases of suspected overdosage, call your regional Poison Contrcjl Center to obtain the most
up- to-date information about the treatment of overdose. This recommendation is made, because,
in general, information regarding the treatment of overdosage may change more rapidly than do
package inserts. Initial consideration should be given to the management of the CNS effects of
propoxyphene overdosage. Resuscitative measures should be initiated promptly.

Symptoms of Propoxyphene Overdosage
The manifestations of acute overdosage with propoxyphene are thc)se of narcotic overdosage.
The patient is usually somnolent but maybe stuporous or comatose and convulsing. Respiratory
depression is characteristic. The ventilator rate and/or tidal volume is decreased, which results
in Cyamopsis and hypoxia. Pupils, initially pinpoint, may become dilated as hypoxia increases.
Cheyne-Stokes respiration and apnea may occur. Blood pressure and heart rate are usually
normal initially, but blood pressure falls and cardiac performance deteriorates, which ultimately
results in pulmonary edema and circulatory collapse, unless the respiratory depression is
corrected and adequate ventilation is restored promptly. Cardiac arrhythmias and conduction
delay may be present. A combined respiratory-metabolic acidosis occurs owing to retained COZ
(hypercapnia) and to lactic acid formed during anaerobic glycolysis. Acidosis maybe severe if
large amounts of salicylates have also been ingested. Death may occur.

Treatment of Propoxyphene Overdosage
Attention should be directed first to establishing a patent airway ,and to restoring ventilation.
Mechanically assisted ventilation, with or without oxygen, may be required, and positive
pressure respiration may be desirable if pulmonary edema is present. The narcotic antagonist
naloxone will markedly reduce the degree of respiratory depression, and 0.4 to 2 mg should be
administered promptly, preferably intravenously. If the desired degree of counteraction with
improvement in respiratory fictions is not obtained, naloxone should be repeated at 2- to 3-
minute intervals. The duration of action of the antagonist may ‘be brief. If no response is
observed afler 10 mg of naloxone have been administrated, the diagnosis of propoxyphene
toxicity should be questioned. Naloxone may also be administrated by continuous intravenous
infusion.

Treatment of Propoxyphene Overdosage in Pediatric Patients
The usual initial dose of naloxone in pediatric patients is 0.01 mg/kg body weight given
intravenously. If this dose does not result in the desired degree of clinical improvement, a
subsequent increased dose of 0.1 mg/kg body weight may be administered. If an IV route of
administration is not available, naloxone may be administered TM or subcutaneously in divided
doses. If necessary, naloxone can be diluted with Sterile Water fcmInjection.

Blood gases, pH, and electrolytes should be monitored in order that acidosis and any electrolyte
disturbance present may be corrected promptly. Acidosis, hypoxia, and generalized CNS
depression predispose to the development of cardiac arrhythmias. Ventricular fibrillation or
cardiac arrest may occur and necessitate the full complement of cardiopulmonary resuscitation
(CPR) measures. Respiratory acidosis rapidly subsides as ventilation is restored and hypercapnia
eliminated, but lactic acidosis may require intravenous bicarbonate for prompt correction.

Electrocardiographic monitoring is essential. Prompt correcticm of hypoxi~ acidosis, and
electrolyte disturbance (when present) will help prevent these cardiac complications and will



increase the effectiveness of agents administered to restore normal cardiac fi.mction.
_- ,———---

In addition to the use of a ,.ticotic antagonist, the patient may requ,..ti careful titration with an
anticonvulsant to control convulsions. Analeptic drugs (for example, caffeine or amphetamine)
should not be used because of their tendency to precipitate convulsions.

General supportive measures, in addition to oxygen include, when necessary, intravenous fluids,
vasopressor-inotropic compounds, and, when infection is likely, anti-infective agents. Gastic
lavage may be usefi.d, and activated charcoal can adsorb a si~tificant amount of ingested
propoxyphene. Dialysis is of little value in poisoning due to propoxyphene. Efforts should be
made to determine whether other agents, such as alcohol, barbiturates, tranquilizers, or other
CNS depressants, were also ingested, since these increase CNS depression as well as cause
specific toxic effects.

- Symptoms of Acetaininophen Overdosage
Shortly after oral ingestion of an overdose of acetaminophen and for the 24 hours, anorexia,
nausea, vomiting, diaphoresis, general malaise and abdominal pain have been noted. The patient
may then present no symptoms, but evidence of liver dysfunction may become apparent up to
72 hours after ingestion, with elevated serum transaminase and lactic dehydrogenase levels, an
increase in serum bilirubin concentrations, and a prolonged prothrombin time. Death from
hepatic failure may result 3 to 7 days after overdosage.

Acute renal failure may accompany the hepatic dysfunction and has been noted in patients who
do not exhibit signs of fidminant hepatic failure. Typically, renal impairment is more apparent
6 to 9 days after ingestion of the overdose.

Treatment of Acetaminophen Overdosage
Acetaminophen in massive overdosage may cause hepatic toxicity in some patients. In all cases
of suspected overdose, immediately call your regional poison center or the Rocky Mountain
Poison Center’s toll-free number (800) .525-6115 for assistance in diagnosis andfor directions
in the use of N-acetylcysteine as an antidote.

In adults, hepatic toxicity has rarely been reported with acute overdoes of less than 10 g and
fatalities with less than 15 g. Importantly, young children seem to ‘bemore resistant than adults
to the hepatotoxic effect of an acetarninophen overdose. Despite this, the measures outlined
below should be initiated in any adult or pediatric patients suspected of having ingested an
acetarninophen overdose.

Because clinical and laboratory evidence of hepatic toxicity may not be apparent until 48 to 72
hours postingestion, liver function studies should be obtained initially and repeated at 24-hour
intervals.

Consider emptying the stomach promptly by lavage or by induction of emesis with syrup of
ipecac. Patients’ estimates of the quantity of a drug ingested are notoriously unreliable.
Therefore, if an acetarninophen overdose is suspected, a serum acctarninophen assay should be
obtained as early as possible, but no sooner than 4 hours following ingestion. The antidote, N-
acetylcysteine, should be administered as early as possible, and within 16 hours of the overdose
ingestion for optimal results. Following recovery, there are no residual, structural, or fictional
hepatic abnormalities.

ANIMAL TOXICOLOGY
The acute lethal doses of the hydrochloride and napsylate salts ofpropoxyphene were determined
in 4 species. The results shown in Figure 2 indicate that, on a molar basis, the napsylate salt is
less toxic than the hydrochloride. This may be due to the relative insolubility and retarded
absorption of propoxyphene napsylate.



.- .n

Figure 2
ACUTE ORAL TOXICITY OF PROPOXYPHENE

~S~mRAQ) + SE
LDjO(mmol/’kg)

Propoxyphene Propoxyphene
~ H drochloride Napsylate——

Mouse 282 ~ 39 915~ 163
—..

0.75 1,62

Rat 230 ~ 44 647 ~ 95
—..

0.61 1.14

Rabbit ca 82 >183
—..

0.22 >0.32

Dog ca 100 >133
—

0.27 >(),32

Some indication of the relative insolubility and retarded absorption of propoxyphene napsylate
was obtained by measuring plasma propoxyphene levels in 2 groups of 4 dogs following oral
administration of equimolar doses of the 2 salts. As shown in Figure 3, the peak plasma
concentration observed with propoxyphene hydrochloride was much higher than that obtained
afier administration of the napsylate salt.

Although none of the animals in this experiment died, 3 of the 4 dogs given propoxyphene
hydrochloride exhibited convulsive seizures during the time interval corresponding to the peak
plasma levels. The 4 animals receiving the napsylate salt were mildl:y ataxic but not acutely ill.

Figure 3: Plasma propoxyphene concentrations in dogs following large
doses of the hydrochloride and napsylate salts.
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HOW SUPPLIED
(Propoxyphene Napsylate and Acetarninophen Tablets/Capsules ‘LJS”P)
(Containing 100 mg propoxyphene napsylate and 500 mg Acetarninophen)



PATIENT INFORMATION
Uses of Propoxyphene –

..=—.

Products containing Propoxyphene are used for the relief of mild to moderate pain. Products that
contain propoxyphene plus acetaminophen are prescribed for the relief of pain or pain associated
with fever.

Before Taking Propoxyphene
Make sure your doctor knows if you have ever had an allergic rea~ction to propoxyphene or
acetaminophen. The effect of propoxyphene in pediatic patients uncler 12 has not been studied.
Therefore, use of the drug in this age group is not recommended.

How to Take Propoxyphene
Follow your doctor’s directions exactly. Do not increase the amount you take without your
doctor’s approval. If you miss a dose of the drug, do not take twice as much the next time.

Pregnancy
Do not take propoxyphene during pregnancy unless your doctor knows you are pregnant and
specifically recommends its use. Cases of temporary dependence in the newborn have occurred
when the mother has taken propoxyphene consistently in the weeks before delivery. As a general
principle, no drug should be taken during pregnancy unless it is clearly necessary.

GENERAL CAUTIONS
Heavy use of alcohol with propoxyphene is hazardous and may leaci to overdosage symptoms
(see OVERDOSE below), THEREFORE, LIMIT YOUR INTAKE OF ALCOHOL WHILE
TAKING PROPOXYPHENE.

Combinations of excessive doses of propoxyphene, alcohol, anti tranquilizers are dangerous.
Make sure your doctor knows if you are taking tranquillizers, sleep aids, antidepressant drugs,
antihistamines, or any other drugs that make you sleepy. The use of these drugs with
propoxyphene increases their sedative effects and may lead to overdc~sage symptoms, including
death (See OVERDOSE below).

Propoxyphene may cause drowsiness or impair your mental and/or physical abilities; therefore,
use caution when driving a vehicle or operating dangerous machinery. DO NOT perform any
hazardous task until you have seen your response to this drug.

Propoxyphene may increase the concentration in the body of medications, such as anticoagulants
(“blood thinners”), antidepressants, or drugs used for epilepsy. The result maybe excessive or
adverse effects of these medications. Make sure your doctor knows if you are taking any of these
medications.

DEPENDENCE
You can become dependent on propoxyphene if you take it in higher than recommended doses
over a long period of time. Dependence is a feeling of need for the drug and a feeling that you
cannot perform normally without it.

OVERDOSE
An overdose of propoxyphene, alone or with other drugs, including alcohol, may cause
weakness, difficultly in breathing, confusion, anxiety, and more severe drowsiness and dizziness.
Extreme overdosage may lead to unconsciousness and death.

If the propoxyphene product contains acetaminophen, the overdosage symptoms include nausea,
vomiting, lack of appetite, and abdominal pain. Liver damage may occur even afler symptoms
disappear. Death can occur days later.



In any suspected overdosa~e.situation, contact your doctor or nearest=gospital emergency room.
GET EMERGENCY HEL MMEDL4TELY.

KEEP THIS DRUG AND ALL DRUGS OUT OF THE REACH OF CHILDREN.

POSSIBLE SIDE EFFECTS
When propoxyphene is taken as directed, side effects are infrequent. Among those reported are
drowsiness, dizziness, nausea, and vomiting. If these effects occur, it may help if you lie down
and rest. Less frequently reported side effects are constipation, abdominal pain, skin rashes,
lightheadedness, headache, weakness, hallucinations, minor visual disturbances, and feelings of
elation or discomfort. If side effects occur and concern you, contact your doctor.

OTHER INFORMATION
The safe and effective use of propoxyphene depends on your taking itexactly as directed. This

- drug has been prescribed specifically for you and your present condition. Do not give this drug
to others who may have similar symptoms. Do not use it for any other reason.

If you would like more information about propoxyphene, and ask your doctor or pharmacist.
They have a more technical leaflet (professional labeling) you may read.

Dosage Form: Tablets and Capsules

Shape, Color, and Scoring: To be determined.

Storage: Store at 15°- 30”C (59° - 86”F) See USP.

Dispensing: Dispense in a tight, light-resistant container with a child-resistant closure.

Manufactured by:
NHKART, INC.

Atlanta, GA 30318

Rev. 5/00 Code 000000
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DESCRIFT70N
Dan’on.@ IPropoxyphene Napsy late, US PI is m miorless,

white crystalline mwder with a bitter tame [t Is ‘WITsilgnth wl-
ub!e m ~vater and soluble in methanol. +banoI. chloroform. md
2cetone. Chermcally. it is ~aS. IR:-,l -[2-, fJlmethsIamlnO I. [.
methyle thyll.rn- phenylpheneth?l propionate compound ,utch
2.naphthalenesuJ foIuc sad I1:1‘ mcmohydrate shich cm he rep-
resented by Lhe ~ccompmwing -tructural fo~ula. Its ~<)(ecuiar
weight is .36572.

Exh [alde:capsute c,mtams:

Pmpox}phctw Mpsylate L“SP !00 mg
.~cetxnmopnen L“SP :(;,) mg

\c:lve blgmiients: PrOpox!TIhcneWapsylate md .Wmmwtopnen
!niwn~e [ngredicms hm!)erlire. Cellulose. F D .-kC YJI1OW=6. lf~gneslum 5[CWW. .nd

Steanc xc:d

Propwxyphene napsylate differs fmm prq?xyphene hydrnrhlo- VA
‘= ~fl

ride :n that it JAJOWSmore stable !iouid dowe form5 ,lnd mblet ‘( )1
iormukmon% Because ,,f differences’ IITmolerular wmght. ., %w.?
of 100 :ng, 176.8 xmoi t of pmrw~phene n~Pwi~le M rw~r~~ 10
iupply mt ~mount of propxypbene @quivaient to that present m
63 mg, \’72.9 Bmol) oi pmpoxyp bene hydrochloride.

is.wh ‘abiet 07 Dxtvocet-.V ~U contains 10 mi! IS8 ,4 umoi,
L

~iwopoxwhene naps?lwa and 335 w ILlso UMOI}*cetaminOPhen
Each mhlec of Darvocet-h’ 1011contam~ 100 mg 176.8 !msol)

5’
pmmx>phene nnpsylato and 650 mu 14.300PII!OL1a~-mimhen

VII $. ~agnesiuwm jteam~, ste&ic aid. :lra~lum diO~de. id
,ther irmcuve mgmdients

CUNICAL PHARMACOLOGY
Pmpom-phene is z centrally ~cring narc~tic .malgeslc ~gent.

Equlmolar doses of pmpoxy’phene bydmddonde ,~r~Ps3’k@ Pm
wde snmiw plasma concenrmtions. Followrng admlnmtr.cion nf
85, 130. m 195 mg of pmpoxyphene hydmcbhmde :he iNoavaddnl-
\ty of ynp+x%Qhene IS equivalent m that of 100. .MO,or .300 mg
respectively of pmpoxvphene Tapsy!aw Peak ?kma ~~nce$~trn-
tions ,of pmpoxyphene mm reached )n 2 t. 2 V: hours. .Mter .,
100-mg oral dose of pmrmxvphene napw’ime. W* plasma ie~’el~$*f
1).05m 0.1 u#mL we .;ciueved. .AsdmVM M ~IP.UY1. the nZP~Y-
Ime .iit ends to & :obwrhed mom SIOWbth~ rne htiblOflde-
At or rm.u cherapwmc doses’. this absorption difference M <mall
when compm-edwith th.11~mms ~ubJm~ and .lmong do~~~.
Figure 1 Meanp(asmawncentmttons ofpmpuxypnene m * humsn oub-

,ect. Wlowmg vral admumtratwn w I<.: ,nd 1)0 T,C ,i :he
htiddunde d ,mtdIIH)and 203 mg ,)(rhe napsytate .&t UId>m
7 gwen 195 mg ,M!he @ir.nmJonde .md W mg OSthe mtpsylate
Sdt.
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BecAuse of rhis sevemt hundredfold diflwence m soi”mlity, the
absorption rate ofve~ larw doses of tbe napsy late <ah .s slgmt7-
cantly !ower than that ofwlm~i~ dos~ ofthe hyd~hlonde
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CLINIC.\L PffARlfACOLOGY
l%po.x~hene IS~ cmnrsily umng narcotic malgemc agent. Eqtnmolat ioscs o! propo~) phmw
hydrochloride or napsy law pmwde similar plasma conccmtfatmns. Foilou mg .idm!nlswmmn ui
65,130, or 195 mg 0( propoxyphene hydrochJonde, {he bloas-ailabih[j O( :?t-opo~!phene s
cqulvaient to that oi !00, 100, ,x 300 mg respecove) y ofpropoxyphene ~aps: ILte. ?mk ?Itima
.mncemrarions ot’propoxyphcne MCreached m 2 to 2 IVhoum. Mer J !(J{).mgera! dose oi
propoxyphenc nspsylitte, pk plasma levels 0!’().05 to 0 I .+ymL we ~chwcd. +s shown ,n
Figure 1.the IIapsylate ml? tends 10be absorbed more slowl y :han the h!.drocn[omk. V or wxtr
therapeutic doses. rhfs thsorptmn difference IS small when compared w iih [ha[ Jnmng subyts

md 3m0ng doses.

Figure 1: .Uean plasma concentrations o< propoxyphene m 3 human

suhjccts follow mg orsl dmmisrration of 65 M :;0 m: oi !he
hydrochloride salt and 100 UIJ 200 mg of the nups>late mit .md
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Itapsylale salt.
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Because of thts sfiend hundredfold difference m solubllity, the absorp[)on mte of imy large
doses of the napsylate salt IS sigmticandy lower thsn tbas of ?quimohir .Joses ,of :he
hydrmhlonde.
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Repeated (ioses <ofpr.poxyphene ~t 6.hou. ...wrwls !e$d o
,ncreamnq plnsma toncentmtions. wdb a plateau .?tter the wnth Repeamd uoscs of prcpoxyphene at 6-hour mtemals leti to increasms piasma concenommns
dose at 48 houm,

Pr,, poxyphene is metabolized in the i!ver m y,eld ‘nor. with J plateau reached:affer !he ninth dose at d8 hours.

propoxyphene. Propoxyphene has A half.life .1 6 co 12 hours.
whereas: hat of norpropoxvphene IS30 to J6 hours Propoxyphene u, metabolized in the liver m yield norpmpox~hene. Pmpox>Qhene ImsJ hali-

Norpropoxyphene has substanuall!,’ leas central. ncrvou+<vs- Iife of 6 to I> hours, whereas that ofnoQmpoxphmw IS30 to 36 hours.
mm. tieprewant +.lTt!ctLhLU’Ipropoxyphene $ut .1 .Teater Ioc:tl
mexthetlc e[Tect, ,whicit :s +Iml[ar to fhat If ~m(trtpcvlme ond
mtmrrhythrmc agents. such M hdomine and ,pnmdine. N@u-opoxyphene hm subsmnually less cmtml.nen,om-sy stem.deprsssmt A’feel than

tn aroma ,tudies m which pmpuxyphene and norpropoxvphenc propoxyphcne but J greawr local rmes[hetic etEct. which is similar 10 thot of ~mimpl> line mtd
.ve,e mmmuously intilsed in large am.3unts, intracardiac conOuc- mtiamhythrmc :gems. such m Iidocame md quinidine.
non time PR and Ql?S ,nwmvaisl WIWpmlonaed. .An!’amacar-
IIac conducnon delay altnbutabie m high cnncentranons of nor. [n aIUmaIsmdies ,n wh,ch propox~hene md notpropoxyphene were conunuously ,ntimd m,rnpw.;pnene may he ,,( WI.ICN?}V!m? dumrimz

large mounts, inrmcmliac conduction lime iPR md QRS intcfvals I was prolon~cd. Any
AcTiot4s

Prwmxyphene IS a mdd narcotic amdgeslc structurdlv related
itumcitrdiac conducliun delay rutnbumhle to high concentmlions ofnorpmpoxyphene may he of

to methadone. The yxency of propaxypkne naPsYlata m f~m
rclatwely long dtuaoon.

~1 :IIm@mc acti.ty
tipymmc.anatgemc ,mivity of t

*, .ACTKJN.S
Propoxyphenc ~s> i-rIld narcotic maleesIc $Imctumllv related to methwtmw The mxency oi

acetaminophen.
The combination of pmpoxyphene and acetammophen prwtuces

greater analgesia than that produced by mther propoxndiene or
acetanunophen admmistmed alone.

INDICATION
These pmd uctx are indicated for dm relief of mild to mmierate

p’mn,edher when pam l@5SEftt ~ OIWor wnen m m acmmpanmd
by fever.

CONINAINDICATIONS
Hmm’semitivitY to prworwhene or :icetaminophen

WARNINGS
● 00 not prusrlbc PmpOxyphwm for patients who am

SttWdai or addlctfomprotw.
● Pre$crfba propaWpheno with caution for Patierd8

taking tranqufllzam or antldepmssanl drugs and
patients who uu alcohol in w-e8a

● W yout fsmt[*nt9 me to 6x* m~ r0c0mmend9d
dcuandtollmtt UwitintsAmofalC@Ot.

Pmpoxyphene products in exca$sive doses, either alone
or in combination with other CNS depressant% including
alcohol, am a major cause of drug. related dea&. Fm.8Ji-
tisa within the tlrst hour of ovmdosage me not uncom.
m... in a survey of deaths due ta overdos.gw conductad
in 1975, m approtinfeiy 2G%of the fatal caaes, death
occurred w]tbin the first hour 15% occurred within 15
minutes) Pmpoxyphene should not be taken in doses
hlgber than those recommended by tbe physician. The
judicious prexribing of propoxyphene M essential to the
wtfe use of this tig. Whh patienw who are depressed or
suicidal ccumideratfon sbotdd be EJIVento the ,useof ~on-
namotic ardgesica, Patiemd should be cautioned about
the ctmcomitant use of ptupoxyphene pmducw and &F
hol becauw of p@entially ?eriou! CNS-athW.ive effects of
these agenta. Because of ita added depressant effects,
pmpmypbene should b+ prescribed with mutmn for those
patients whose medical condition requires the concomi-
tant admittie.tration of mdativen, tranqudizers. muscle
reiaxanta, antidepressants. Or ‘Isher C.VS-d@Pre~snnt
drum. Patienta should be adwsd of the additive deprts-

1

&&ffecta of these combinations.
Many of the propoxyphene. relazed deaths have

omurmd in patienm with Prevmtm hiatoties of emotlonai
dkmrbances or misdid ideation m ~~mp~ - w~U w
histories or”misuse of trartquilizera, glcohol. and other
CNS-active dtugs, some deaths have Iorcurred an a conse-
quence of tk accidental ingestion of excessive w~dtfe~
of propoxyphene alone or in combination with other
drugs. PatietMs taking propoxyphmte should M warned
not to exceed the dosage recommended by the physlctan I

Drug Dep.mdence-Fmp~hef% when taken m Jugher-than-
recommended @es over long periods of time. can produce drug
dependence characterized by psychic dependence and, :ess fm-
q“encly, phymcal dependmms and toknnc.. Propox.vhene mll
only partially WIppress the wmhdrawaJ syndrome itt irwiividwtls
phys:cail y dependent on morphme or ocher narcotics. lb abuse
iiabil@ of pmpoxyphene * quaJi@tive!Y$til= to that Ofc~eine
-dthouSh quantitatively Ieae.,and propoxyphene should be pre-
wnbed with the mme degree of caution Ippmpnate to the IO&of
codeine.

Usa8e (n Ambulatm? Parienrs-propowhene may ,.mpatr ‘he
mental imdhr phys]caJ .bdities mqumed for the wrformaIwc ‘of
putemitdly hazardous tads.% wch m A_idng I car ~r 7Pe~ting
machinery The patient should he cmut)oned accordingly

.
pmpOx}Qhene rmpsy’ate :s from two thmds !0 M@ !hat of Lodelne.

,—.
Pro ox hene Na sy late znd Acetmnino hen Tablets C&@’provide [he malgeslc JCIIVIIy(~i

_=,~sjlateand!hemt,py~Iic-malges,c l~yoi~cefammoptwm

The comhm~oan of pmpoxflhene md icmtn!rmphen produces Weller ,malSesla han lhm
produced by mttter propoxyphene or xerwmtophen .dminimered done.

‘i=&m m u Mmd>ca[edfor the relief ofmlld to moderate pain, t!ther when pam Mpresent done
bor when KISk,:omp,mwd by fever.

CONTR..WVDICATIONS
Hypmwnsi!iwty to prtipoxyphcne or acemtmnophen.

r — W,AR.VIXGS

t Do not prmcrtbe propo~pheoe for patients who are suicldai or .lddiction-
pron.e.

t Prescribe propoxvphene with caution for patients taking tranquilizers or~
antidepres$attt drugs and patients wbo use alcohol in excess.

* Tell your padents not to exceed the resommettdsd dose and to limit [heir
intake 011alcohol.

Propoxyphme prcducts. m excessive doses, either done or in combinatmn wMhother
CM wprrssant;. including alcohol. = a maJor wise of drug related demhs. FJIaIltim
w]ddn the first hour d m crdosagt m nm mcomnton In J sun’ey nt’demhs clue 10
overdma~ conducted in 197S, ~pmximtiely 20% of the I&# coses, Jca(h occdrrti
wuhin fhc firs! ham (5°4 orcurmd wufun 15 minutes) Propox}phene $fiould out %
ttien in doses It@ter than chose recommended by the physicmn. The judicious
prescribing ofpmpo~hene ISmsenual to the safe use of this drug. With PJ!WJS who
aft! citpt’msed or mmdal, consideration should be given !0 the we ai non-nmconc

analgcwcs. Pat rents should Ibecautioned about the concomitant use Jf propokl phenc
producm .md alcohol because ofpotenriaily serious CXS+ddmive elkts of these Jgcnts.
Because of its added depressmr et%czs. propoxyphene should be prescnbeu u ,Ih mmon
for those IpatIentswhose medicd condition requires the concomddtu titmmsmmon o<
sedatwes, mnqudizers. muscle relaxants, mmkpressams. or oihcr CYS-kprcssm
drugs. Paticms $houid be Ldvised of the dditive depressmr .4fcc!s of these
combtnamms.

Uany of the ptopoxyphene-related deaths have occurred m patients ‘Vtth imwous
htstones ofemo[lonal disturbances or suIcNIal Ideation or attemp[s M well JS hismries

L-
of mmust! of !ranqmiizem. alcohol, md other CXS-@ive drugs. Some deoths “Iaw?
occurred m J consequence O( the Accidental >ngemon 01”txcesswe quantltlcs rot
propoxWhene done or m combmarion with o[her dregs. Panen!s takm8 prcpax>piume
shouid be warned not (o exceed the dosa!m recommended by ,he ohysicim.—

Drug l)ependenc~

Propuxmhcne. when mken m h!gber.thart-recommended doses over iong perum!s ot’, [me cm
prcducc dtuu Jep(!ndence characwrized by psychic dependence md JeSS~rWI~tI> nh~slc~l
dependence ;md tokmrtcc Propoxyphene will only pmt]ally suppress the wmhdrmvais, ndrome
in indiwduals physlcai!y <Jepcndent on morphine or o[her narcotics, The ~busc )lJbl]lty of
propoxypherx ;s quantitMI\ ely less. md propox}Qhene snould be prescnbml Nlth Lhe :arm
degree of .mmon .ippropria[e 10Theuse of codeine.

f-sage in .-lnvbufatory Patients

?ropax>Qhenc m;,y tmpatr !he mental ami’or physlcd zb>litics requwed for the pcrtoonmcc c i
potenwdly I’amrdous msks, such w driv!ng 3w or opetat!ng machinery The pauent should he
mmoned accordingly,

.
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PIlECAU710NS
(lenerai-%op~hene shoufd be admdi.data~ ‘mth cauuon to

patients @h hepatic or ranal impainnant sin~ tigher w-
concentmhoos or datayed elimination may w.

Dmtr Intem+ctiona-’f%e CN.S-&pmsWUIteffect of pmpox~hene
b addih.e wth that of other CNS deprrmmmm, inc[udinq alcohol,

& is the caae with many madicmal agems, ptnpwwphene may
slow the metabolism of a concomitantly admimstered drug,
Should this cmwr, the highar semxn concentrations of that drug
may L-aOult in increased pharmamiogic or adverw .ffectg of fhar,
dreg. Such —ncea have been reported when pmp.m.yphene
waa admimstered to patients on antidepressants, antlconvui.
w@+ or warfarin-like dregs. Severe neumlogm 31gns, including
coma, have awufrad wmh omtcorrem w of carbamazepn-m

u+?# m Pregmncydde w & pm~an~ ~ l-lot~ ~~b.
Iiahad relative tu pcnmb)e adveme effecm on fetal development.
Instances of withdrawal symptoms in the neonate have been
reported followm~ usa.@ durfag pI.egnaa~y, Therefore,
~Wmheoe should not ba uwd in pregnant women urdass, in the
]Udgmant of tie physician, dw potannal &.neEts outwagh the PO@.
tibia hazards

Ueuge in .Vw-sing .WWW.n_LOw levels of pmW~hene have
.&am detvctad in human mitk. In pm+tpartum studim mvoiving
nursing mothem who were given propoxyphene, no adverse
effects were noted in iofmts msmivmg mother’s nttlk.

U.9age m Pediutnc Patients+ tiety aod effectiveness m pedi-
atric patients have not ham established.

L’sage in the Elder!.v—The rate of propoxyphene metabolism
may be reduced !n 3ome patients. Increased dosing nterval
should be eonmderwd.

A Pacwnt htfot-mation Sheet iu avadable for tfu,a product, %a
text fol[owmg‘How Supplied” ~’on !MIOW,

AOVERSS !WACTIONS
In a $ufvey conductad m hospitalized pa,tienta, mns than 1% of

patients taking prq.wxyphene hydmchJonde at recommended
dams exp+miaocedsidn effecfa. The moot traquently repcmw-dwere
dizzinasa, sedation, nau%ett,and vomitiog. Some of these adverse
reactions may & alleviated if the patient ha down.

Other adver%areactions include ctmstipation, abdominal pan
dun rashes, lightheadedness, headache, weakness, euphoria.
dysphoria, hallucumtiom+ and rumor visual diatufiane.

Liver dysfunction has been repm’tad in asacrian.n with both
active components of Darvocet. N 50 and Darvocet. N 100.
Propoxyphene therapy has hem wwoctarti wwh abnormal liver
funcmao taata =L more rarely, wtttr mstancm+of ravetmble jaun-
dice Iincluding thol@atic jaumiica). Hepmic necrosta may result
from .mms m?-rdwe of acaraminqahen Isee Management of Over-
doaasa). in chronic ethanol abumw’s,this ha been reprteo rarciy
with “horc-c=m me of aceuwmnophem doaa@s of 2.5 to 10 #d~y.
Fatalities have occurrad.

Renal Papillary necrosis may result from chronic
acetaminophen usa, pm-tacukarlywhen the dosawe I meawr than
recommended and when mmbmed wth aspw’in.

3ubacute Prmzt’ul myopathy has mcum.d foil.wtng chrQnac ,.=--’>,

patients with hepw.ic m renal impmrment.
MANAGEMEW OF OVERDOSAGE

In all cmee of wxpected werdosalpt. mdf your @0n31 p?lsun
Control Cenfer to obtain the moat up-to~am information aoout
the treatment of overdose. Th]s recommendation is made
hecau%-, m general. in fonoacton regard ,nq the treatment ot-..<?..
domge mav change mora rapidly than do lmckaK@inSefls

Initial mn..ideration qhould ha given tothe mamIpent IJfthe
CNS ~ffmg “f pmpoxyphene overdosage Resuwiwtive meas~s
jhotid ha tmti.siad prompt!?.

Symptrmta of PmPoxyphene OuerdOSO&-The III~lfeRtaOOnE (?f
JCUta overdoaoge vnth pmpoxvphe ne ore those OFnarmttc aver,
dosage ‘1% paaemt is utmally somnolent but may be wtwomus IOr
,.omatoaa aod contioing. ffespilatog deprwaion is .-c[ans~ic.
me vwtti]atory rate .mdlor tidal volume i. docr=ma8Q, ~hlch
results in cyartoais and hypoxia. FUPIIS. imtidy plIIPOlnt. mw
baCCImIIdildced aa hypoxia increases, Cfteyne-5mkes r=plrntiOn
,and ?pnen may cctur. Blood pmesum and hem TUU3~ ~U~
normal initmlfy, Lmt tdod pmssw f811sWd c*ac Lwfio~~@
detarioratea, which ulhmm.ely resul~ io ptdmona~ ~ema ~d ~r-
dam~ coilapse, unless the reapiramv dePmsslOn ig cO~@
md adaquata ventilation M testorcd PromPtiY. ~~iac ~hfih-
m~~ and conduction deiay may ha present. A combtn~ resPlm.
tory-metabolic acido.ws occurs owing ta rerait.d COZ h~rcaQ-
ma) and to lactic acid formed during mtaerobic %IWOIW)B
Acidosis may & wvem rf large amo. nm of %tkicylams have .dSO
~m IDgtJStd kth m-v ~ur

PRECMTTIONS
Ganm-ral
Proprrxyphene should be .w!nimstemd wifh cumon to patients with hepanc or renal tmpamnem
sfffcchigher $m’umccmcenmftoos or deLaycdelimmadon may occur,

Dm? Iaafaracttons

The CNSdepmssam effcc[ (ofpropoxy@retw is wkiitive with hit of orhct CNS dspressant$,
inchidiog alcohol, .& 10 the eras.etvIdI many medicioal weots. pmpox@uoe moy slow the
metabolism of a concomj raotly ximimsmred dmq. Should fhis occor, .be higher serum
wwtcentmnons of that dmg may rcstdt in increased phamtacologc or advcrtc effecfs ofthat dug.
Such wmmmnces have beeo mpotmd whm pmpoxyphene was drmnisrcmd co patients on

artndepmsaanta, muconwis.ams, or waft”ti-like dregs. Severe necrologic xgns. including
WnU, have occuRed with :0 ncuaTcot Uacof Carbanlazqflnc.

u$qa in PragftllRq
Satk use of propoxyphene in prcgrancy has not been established rciafive [o poastble tivcme
effects on fd dcvelopm cot. bMutnccs ot’ wwhdmwal symprotna m the neonate W’c bem
TPOrIed following usage duffog pregnancy. llerefom. pmpoxypheoe should am be used in
~~1 wOmm ~~. in daejudgment of tie pttysiciam he pamoal bmefirs outweigh the
possible &uarda.

Usqe iu ,Vursk* .WxkufY
LOWlevels of pt’opoxyphme have ham datecred in human INIL ht posfparmrn studies mvoiwng
nufsing mothms who whcte gwen pfopoxyphme. IO wivctse et%xs ‘.vherc noted m infam.a
fccciving moflwr’s mtik.

Usage in Pedfamc Putfmlas

Safety and effadvcnms in pediatric pancms have not been es!ablishcd.

Usagaialthei?fdafy
l?tefate ofpropoxyphmenmtahcdism may beteiuced in somcpaftmts. Inctmwedosmg mmrvsl
shoold be ccmsidmul

A ?aamt informmoon Slmet is watlable for ,~s pfoduct. See the text following HOW
SUPPLfED secfton,bdCYW.

UW’fUtSE RR.M3TONS
10 I sotvcy conducted in hospitalised patfmts, !esa fhan 1% ofpacfmts raking pmpoxyphme M
raomrnmtded do~ experienced side etTecfa. Tbe mosf tlequcntly mponed were diiness,
aedaoon. nausea. and vomnifq. Some of th~e adveme reacnofasmay be allcwatcd !Frhe paoem
lies dowo. Other advem rcacnotrs hrciude :onsnpaoom d!dommai pan. skin rzshcs.
l@rtheadedncsa, hmdack wakes.% <uphon& dysphoris. !%tHucinadons md mmar . Iswd
dismfbamcs.

I.ivcr dysdmcnon has been reporwd in w.mciatfon wirb both acnvc compoftmts .M_Pmp+xyphcnc
NapsYlate ztrd Acemrninophm TtiicrYCWsules. Propax~hcoe thcmpy has been xsoconed
with kmoffmal liver fum:non tests u-d. more rdfcly, mth io.manccs O( rewrmble !aumiice
(incloding cho[esunc ,iuuIdiceJ. Hepatic mcrosis may result !iim JCUIC overdose of
.wetammophcn (sea Mafmgcmmt sf CwerdosaSe). k dumric efhanol sham, dus has been
reported rafely wtdr shor! .wtri use oicmmumnophm dosases oi 2.5 m 111gday. Facdiws have
Wcutmd,

Renal pa,pilkq mcmtis may result chronic acemounophen use. patnculafly whm lhe dosage M
,gmtcf than =ommcnded Jmd whm comhltted with qmn.

Subacute paindd m!yopathy has occuffcd foilowmg chrome pmpoxyphme ovesdoqe.

._-.._.-/
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<MANAGI%.MENTOF CIVERDOSAGE

(-

to dl cases of suspmed overdosagc. d yoof regIoftcdPots-m Cmoml Centcf TOobtain :he most
up. wniate mfo~ion akmwthe ueaonml ofoverdose. This recommendaffon ISmade, 5ecmae, Zb

io gmaal, information regardiog the treaonmt ofovmdosage may change more mpldly than do
package @tins. fmtial cormdemion should be given to rhe nfmagemmt of the LWS cr%ts of
pfopoxyphene overdosage. Reaw.ctarive mmaofes should be ‘uotiatedpfomptly

Symproms o~propmxyph ene Ot.erdosage

The mamfe~ons of wutc ovcfdosage with propoxyphmm am those of oarcooc ovenlomge.
The ptimt is usuaIly somnolmc btu may be smpmous or comarose and convulsing. Resptratov— ,..
depmsson ISchamcrmauc. mavmfdatcq* sMor ma volume ISdtxreasa. mcn mm
m CyamqMIs aod hypoxia Pupds, initially pinpoio~ may &me dilated as hypoxia mcrmscs.
C_neync-Stokes reapirad on md zpnca may oamf. Blood pm$aure md ban mtc w uudly
normal mitml]y, but blood presaum faklsaod cafdiac pcfformance dctenomres. which ulnmafely
rcault9 in puhnooary edmna and circulatory collapse. ctnlm the ms.pmfofy Jeprcssmn is
corrected and adequate .,mtrilaoon Mrestored prompdy. Catdiac arrbytbrmav ad mnducoon
deEaymy be Q~ttL A combined respmtory-mcmbotic acldoais OCCIOXowfog to rctio~ CO:
(hypempoia] and IOlactic amd formed during anacmb:c giycal ysis. .Ac:dosismay be sevm’e!f
Iafge amounb ofwdicyk~ have alao hem ingested. Death may o+xuf.
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Treatment of Pmpoxvphme Ouwdosaqe--Attenti.n shou Id he
directcxl tint to v.wablishmg n patent mw’ay xnd ,0 restoring
ventd ation, .Mechantcallv msiwed .:erttilation. ,wth tor ..wthout
coxygen,may bw required, .md positive pressure resptratmn may
‘e desumble if pulmona~ edema is prewnt. The narcoric tntaqo-
nist naloxone wdl markedly reduce the degree <ofrespiratory
~eprwsmn. and (t.4 LO2 mg ;bould be adm intstered promptlv,
preferably intravenously [f the desu’ed ,degrac of ruunterxctwn
mth lmprnvement in respmmory Funcfions is not obtomad, minx.
me .hould be repeatd at ?. to .?-mmure mtennki. The dur:ltwn
(ofmuon of the antsgoni.w may be bfiel~ [f no response ISobsenwtl
stir 10 ntg of naloxone have been ,administered. the iiagnmts ,]f
prapoxyphene wxic!ty ;hould be ,fuestwned, .Vxloxone may dw
be mimmisterd by continuous Intravenous infusion.

‘1’rmtmt-nt of P..por?phene Ocerdosace (n P,d,Gtrzc
ktwtts-l%e usual utmd doss of naloxone in peditmnc pa$mrtts K+-
o.01 K@g MY weight givett mtravenousiy. If this dose dews flOt

h’nis”ti’M’’rsuF-=’’L”d”d’”9”9

rmndt m the desmd degtee of climcai improvement, .1.,ubwqw?nt
Incrmaed rlm of 0.1 mg@ My weight may’be :idmmmwed. If
an N route of admmistraticm ia not avadable, nnloxmm may h?

mdoxone can be dduted with Wet71eWafer for lroemon.
Blood gases. PH. and electrc>lytes ~hould be monito $n

mder that mdam .ml any electrcdfie disturb:mce Pr, t my
- be mm=credprnmpdy A.adoms, fiypnxia, and ~e

! (Propoxyphene t+tpeylateand
Acetaminophen Tablets, USP) 1.— —

depression predispose to the development of cardiac mrttydmtias.
Ventricular fibrdlatkm or cardiac amest may occur and nacessi.
~mtathe full complement of cardioptimonary resuscitation CPR)
newums. Respiratory acidnw rapdy subsides ae ventilation u
restored and hypercapnia eliminated, but lactic ~cidoms may
require intravenous bicarbonate for prompt correction.

Electrocardiographic monitoring is ewmtiel. Prompt coi-rwxion
of hypmia, zcldosis, and electrolyte disturbafme (when P~~ntl
wdl help prevent these cardiac complicouorts and wdl increase
the effectiveness of agentA administered to nastore normal cardiac
function,

[n addition to the me of a narcocm mm+qonist. the patient
may require careful titration with an anticonvtdsard to control
convulsions. AnaleptIc drugs ‘for example, caffeine or
~mphetautine} ghould not be used because of their tendency to
prmpitate mnvoisions.

(herd supportive measure% m &di ZiOttto oxygen. include.
when necessary, intravenous tluidm vnsoprewor.motropic corn.
@unda, and, when infection is Jikely, am-infective Wenta Gastt+
Iawtge may he useful, .md ,sctivated chafcoal can adsorb a s@tm-
cant amount of ingested pt’upoxyphefw.DiaJYsisis of little vaIue in
Twoning due m pmpayphene. Efforts shoukd be made m deter-
:mne whether der entx, such 8s aknhol. bnridtumtes. tfafiqud-

7,zem, or other CNS epressantd. were zim ingested, since !bene
increeae CNS depression an well m cau6e wectffc toxic @ff&!ts

Symptoms # Acetaminopken 0wnio8age-Shortly afier oral
ingcation of am overdose of acetami nophen and for the next ’24
hours, anorexia. aausea. mmitim?, dia horests, generai maJaiae.
d ,hdominai pain have been noted. $he rmtient may then pm
+ent tua symptoms. but evidence of liver dysfunction may Ixwume
Apparent up to72hours after ingestion. with elevated $erum
cratmammase and lactlc dehydrogenme levels, an !ncr+ase in
mum tnlimbirt mncentmtions. md a pmlong~ pmrhmmbin !Ime.
Death from hep.atic failure may readt.1 to 7 days atler overdo+age.

Acute mrml faihn’e ma!?accnmpany tbe hepittic dvsfmtctkm and
Me bmn Iiihld m pdicnta -h. do mu inhibit .ISIMof fulmmant
I+tfc fkdure. Typictdlv, renal impairment is more ~pparertt (i LO
9 days after ingestion of the wI?rdose.

Treatment 07 .Acetammophen Ouerdo.age-Acetaminophen m
oxtasiva evetdmaem may cause hepatic toxi~t~ in some ?acients.
[n d mscs of $uspeded Qwrdo.se, im~diate[y cdl ?our ‘gconai
poison center or the Rwky .Wowttmn PDIBODCenter’s to1l.frw
number ~SOO.525-611S)for awistance io diagnosis and for iiirec
tions in the U- of X.acetylcysteine an an nntidofe.

[n adults. hepatic toxicity h= tZWdYMD mPDm~ with :ICU~@
overdosern of leBe than 10 g and fatnliti~ ~th l@SSthan ~~ ~.
[importantly, young children se6m to he more re.mntant than
adults w the hepatotoxic effact of an lcet*minOphen <>verdOse
Despite this, the measiims mdined below should be mitioced in
any adult or pediatric patienta se.rpected of having ingested m
aceteetinophen overdose.

Because clinical and laboratory etidence ~ hepatic cOxi~tYma?’
not he apparent uetil 4S to 72 hours pcmngmtion, liver fimctton
studies should be obtained initially and repeated at 24-hour
intemds.

Consider emP@w the .~mach pfompcfy by !avwe or hv ,nduc.
tion of m-msis ynth wnzn of iwctm. Pmim@ ~mtim.tes M’~he quan.
t,ty of. dfug mgesti are motonou.slylmrebable. !%ereme. (f .m
acetaminophen overdose is suspctd. a ~e~m ~c@tammOphen
may should be obtaieed an wriy an prwmhle,but no wmer thiw
4 houm foi[owing ingestion. ‘J?m.mtidow. N-acetyicyswine. =hould
be dttmist4red u early m pmmble, and within 16 hours of the
overdose mgeation ror optimid rasults. FoUowmg recoveq, therb
am no remdual, structural. or timctiottd heoatlc :abnonmditm.%

Treatmeaf Of Pmpe.qphestc Ovcrdosage

.Attentlon shou[d be directed first co esrablishi ng o parent ~rway md m restoring vemilarion.

.?decfmmcd[y asswted vemilarion. with or without oxygen. may be mqumed. utd pesilive
pressure respimtion msy IX dmnmble if pubmmmty edema N present. The nafcOIic mta~onlst
mtloxone will madced!,yred we tbe degree of reapiratoty tiepresslon, Jnd 0.4 to 2 mg should be
admmisrered ptvmpdy, pre fmb[y intravenously. [f the desired &gree oi counrcfacdon w!th
imprcnvmmt in respirauxy functions is not obtained. mtloxone should be repemd at 2- to 3-
mmute intetwds. TIIe durmmn of wmon of the mtctgonist may be bne(, If no rmpon% is
obsewcd tier 10 mg of mloxone have been ~dministramd, the Ji.igmsm ot_?ropoxyphene
toxicity should IX We$tioncd. Xaloxone may dso he adtmmstraced by conmutous intfav.enous
iniimon.

Treatment @Propqvphene f)vemfmqqe m Pediatric Pmit.nfs

~ u5ud initial dam of ,naloxcmc i“ pediatric panenIs is !J,flI mykg 5@ f.vc[gh( $*w”
inlnvenousfy [f this dose does not result in rhe dewed degree of c[mwd improvement, a
subsequent increased dose of O,1 m~kg body weight may be admmmefed. [fan JV rouu of
&ninistfafion is not uva!lable,naloxone may be dn’mtistered fM or subcutaneously m divideci
doses. [f necessary, caloxcne can be diluted with Sterde W’merfor [n)cction.

Blood gases. pH, .md electrolytes should be momtorcd in order [hot acldosls and my electrolyte
dismrhancc present rnuy be corrected promptly. .Ac!dosls, !IypoxIa. .md $enemlized C?4S
depression predispose: 10 [he development of mrdiac arrhythmias. Venmcular !ibnllation or
cardiac wfqst may nwur w,d necessitate the full complement ofcwtfiopulmoniii-y resuscitation
(CPR) mcmum. RcspmIIo v zcidoswrap]dl y subsides as vcnnkdion Mrestored and hypmc~pnm
e!iminate~ bul lktcticamdos]s may rqwre intravenous bicmbonm for prompt correction.

Elecfmcardtogmphic motv tomt~ is essential, Prompt correcmon oi hypox!a ,c,dosm md
elecffol.wedisturbartce (v.hen present J will hdp prevent these CWJI,IC complicimons and WIII

increase the effectiveness ufagenu ulntmwtered m resiore nomxu urdi~c iiimmon.

In addition to the use of I !marcottcmtagonist. the patmtt may mywre careful tlmatmn wI!h m
armcomuisam to control com ulamns. Analeptic dregs Itbr example, caffcme or zmpheramine I
sfmuid not be used bccausc of theu rendency to precipitate convulsions,

General supportive measures, m addinon to oxygen )nclude. when necesswy, Intravenous :luIJs.
W50pressor.!mtmpic compounds, md, when infection ISlikely, mtt.miecttve a~ects. Gas;nc
lavage may be usefid, m,i JCINated charcoal can J&MY J s!gmficattf mmunt O( ‘ngesred
pmpo~hcnc. Di@fsis is of little WAC in poisoning due to ptepox.Whenc. Effofts <houldbe
mti 10dctennine whether other agents, such u alcohol, barbiturates, mutqw lizers, or o!her
C-Xl dcpmssamg, wme d so ingested, since these mcrcasc CX, depression x well m cause
specific tnxlc etTecfs

Sympsoms of .4crmaristop hen Overdosage
Shortly &t oiaJ im:estion of an overdose of acemrninophen md for !he 24 hours, more~m,
nausu voot%tin~diaphoresw. setteml malaise md obdomtnal poin have been noted. The parmm
may OIenpfexttt no syntpmnts. but evidence of liver dysfunction may Secomc .ippwenr up to
72 hours der ingemon, w Ith elevated serum rranmrninase md lactic dehydrogermse !evels, an
increase in scffutt bilimbin concentrations. mid a prolonged prothrombm time. DeatJI bum
hcpatic ftilute may rreu]t 3 m ? days after oyerdo$age

Acute rtnai failure may tccompany the heptmc dystimcuon md hm been noted in patmnts who
do no! exhibit signs of t%bnmant hepatlc failure. Typ!cdly, renal impaimtem is more ~parmt
6 !O9 deys &cr ingestion of the overdose.

Treamtenf of Acemsrninophen Overdosage

Accuuninophcft in ma.ssvc ovefdosage may cause hepattc 10XICIIYin @me paueftt$. [n uII cases
of n+ected overdave, !mmediote(v call J our regTonui petson center ~r [he ROCkV .~(OIWZOJfI

Pouon Center’s toil:free msmber (800) 325-61 lSfor ussurance in dqnosrs wtd for Jirecilon$

IQ the use of/V-uce~k_ysreineut wt mmdote.

In adults, hcpatic foticity has rwcJy been rcponed with ~cute overdoes o( less lhm 10 g md
faraliti~ whb less than 15 g, !mpcmmmdy,young ch]jdren seem [o be more reststant than adults
,0 the hcpatoloxlc e Ihlct of m mxmttinophen overdose Despttc :hm lhe rwmures outlined
below should be imtmted in my adult or pediatric patients suspected of hawng !ttgeswd m
wsvamnophee ovetdosc.

Because climcat ad Iabo ratofy ewdence of hepatic toxicity may not be apparem unti 148 to ‘?
hotm pestingcstioft, liver function studies should be ob[amed imtiaily .md repealed J12Lhour
mtervak

Corroder cmptym~ the stomach promptly by Iawtge or hy mducuon of cmcsis with syrup of’
ipecac. Patmms’ mtimites of tbe qwmtky of J drug Ingested m nocortously mrdi~ble.
t%erefore, ifm zelaminophen overdose is suspected. a serum .icctaminOphen Z$W>.houid he
obcmted ss early as possjble. ‘muno sooner thim 4 hours <ollowm~ ,n&tmn. The mudok, V-
.UtYlcysteine. should be dmmiswred as edy w posslbie, and wtthm 10 hours oi !he o, trduse
#nSesttonfO[Optlmd resLIts. Following rccove~, there am no reSldttLd,Jnxfumi, m’(UnctlOfId
hepahc dmonnaiitms,
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ANIMAL TOXICOLOGY
The mutelethal doseE of the hydrocidonde md napsvlate salts

of pmpmyphene wet-s detertmned in 4 spemss. The results shown
m Fiqure ‘2indicam that. on ~ molar ba.ws. the napsylate salt s
less tome thsn the hydrwldonde. Tbn+may be ~iueTOth@FiaUV@
resolubility and retanlsd abaorpuon ofpropoxyphene naps?! ace

*. 1

,-. ...
Some indication of the relative msoiubility Ind retarded

abwwpuon of ptupoxylhene napsylate was obtained hv measuring
plasma pmpayphene lsvels in 2 groups of 4 dogs foliow!rtg cord
administration of equimolar dosss of tie 2 salt-s. .% +hownm Fi~
nre 3. the peak plasma concentration ,ohserved wltit
pmpoxyphene hydmddonde was much higher than that obtained
al?-aradmimsttwion of the nnpsylatc salt.

Although none of the animals m this experiment ded, 3 of the +
dogs given propoxyphsne hydrochloride exh>btted :unvulsive
seizures during the time mt.srval corresvnding to the peak piss.
ma Ievels. The 4 atimah receiving the naps! date salt ~~eremddlv
ataMc but not .wutaly 10.

Figm-s 3. Plasma pmpmyphsne concentrotmna in ,dom iouow-
mg large doses uftbe hydmchIonde )ind napsylme smts

Fii#9 3

m’vocet.N@Tablets No. 1890) am avtulabte m

md impr.nted with the xript - LIZ]y“ md ‘Darv.ww N 30” m
one wde of the tablet, using edible black mk They lm wwiabk
as follows.

Bottles of 100 IRxPak’1 NDC 020’2.0351-02ITA1S901

fJnwocet-N@Tablccs ,No. 1S93) am wwdahle in
The 1(Mmg tableu - dark ormws. cqrmde shaped. riim ,-oated.
and >mpnnted w!th the wr, pt ‘Lilly” on ,ne .,da tad
‘Darwst.N 1(W on the other side .f the tablet, ww edibla
black mk. ‘llwy am avdab[e w fo~ow%

Botde~ “f 100 (~p&] NDC 0002.(1363-W!7’.41S931
Rules ,oi500 ,W s002-0363-0? IT.41393,
ID? 100 ?W)C0002.036.3-33 IT.41893
ID, ?WO NT)C0002.0363-43 IT.!1393 ~
RNt 50Q XDC 0002-0363-$6 ~T.\ld9.~I

.A(l R.P,k#lIMSO@K— *mm, Lml fiawmm -
-lcul,-0w@9 mm- -m w
,R.WSS-MTILUIM CM3SC7

Store at contmilsd rwm temperatLU@.59” to 86°F 15”.0 .1(YC
C,\ LITON- Federal (USA) law pruhihits tiisptm sing vithout

pmscnpt]on.
The folbowtng mtiwmation, includtig description Ii doauee

forms and the maximum daily do$age c,f each, :S ,v~:lable o
Ix,t!erl?. -wwi,-im O.Imon :lmdUCL~

‘“51 YOUR flvot@ cIE(PRWOXYPUENEI PRODUCT

Products containing Damon ars ussd to retieve pain.
1.IMIT YOUR 1NTAI03 OF ALCOHOL WHILE TAKING

THIS DRUG. .Make sure ywr doctor known IFyou MC taking
tranquilizers, slssp aids, antidepmss~m, ~fih%~~minem jr JOY
other drogn that make you skspy. Combining propmyphene With
alcohol or thesa dt’qm in excss~ do- ISdan=m~.

U913mm while &iwnu a car ot using machines until Yousee 5..
ths ~ - YW bemuse. pm~h~e Cm m~ mu ‘iwpy
DO uot &c MWC Of thedrugthan yoor doctor prescn~. DeWn-
dence hna omm-ed when patients have taken pmp.mh@ne ~Or~
bn~ p+tiad Oftime at dosss greawr tti =mmend~.

The rest of this Ieaffec gives you more information about
pmprxyphena. Plesse read it and

Ior the relief of ndfd w mod
crate pare. Products that cont&in Darvon plus aapir>n or
amtanunmphsn am P-W fir ~ m~ Of p~ or* ~~a~

~
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WIM.AL TOXICOLOGY
l%e acute Ictbaidoses of the hydrochloride md napsyl$te saks ofpropax~hene~vere de!emlnti
m -t SPCCWS.TIIe mlt~ show” m Fl$ure 2 indicate that, on a mol.it bws, the napsylale salt is
!ets toxic than (h,: hydrochloride. This may be due lo [he rekmve (insolubility md remrded
.ibwQtion of propoxyphene napsvl ate.

Fit7ure Z
MJ.!IE o~ ro~lmy OFPROPOWT’HEYC

LQ’&UtJ&&&L.SE
LMDU@&J

Propoxyphene Propoxyphene
*les Hvdmchlotide ‘Japsylate

Mou X3 182 z 39 915= 103
——

0,75 I.62

Raf 230:44 64: z ‘)5
——

0.01 1,14

Some mdicanon oiche TAmve :nsoluhili!y and retarded ~b$orpocmor’OIOpOY:.Qhcnempsylale
wm obtained by tnemunng plasma propaypherte levels in 2 groups Qi 4 dogs :OIIONtng oral
administration of quiroolar doses of the ~ salts. .% shown in Figure 3. he peak plasma
conceouarion c,bsetwd with pmpcmyQhertehydrochloride was much higher than !h~!oblamed
alter admmmmmon ,oftbs napsy lam salt,

Although zone of the mimals in this mperimem Jied, ? of the 4 dogs gwcn pmpo~yphcnc
hydrochloride exhibfed conwdswe seuores doruq the time .ntem’d corresponding !Orhe pmk
plasma levels, Tite.%animals reccwing the napsylate salt were mildly xtiwc but not Jcutc?’ Til.

figure 3 Plasma propoxyphene concenmmons :n dogs fotlowm3 wge
doses of !hc hyimchlonde and napsylate salts.
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HOW’ UPPILL
~?svlate and $cmnnnophm Tablets C~psules LSP ) ~

(Concunmg ICOmg pmtxwphenc napsylate md $00 my .\cetmnlnophenl

,n

r—-P +TIENT INFfWLMAIVON “

1<

~q ‘;

km @“%0 ~t~ ,-
ducts conlamm~ pmpvx>~hene wc used [or the re!iefoiml Id10modem[c pm q ll~tS[h~t

conram propoxyphme plus acmmmophen are prescribed for tbe relieio<pdn or pm zssoc)ated
.with r’ever.

W@)fever



SIDE BY SIDE INSERT COMP.%RISON
REFERENCE -~

Before Taking Damon [
I Make mtre your d~tor mows o you nave ever had xn .,llergic
I react>on to pmpmyphene. mpmn, or aceumninophen. Some rot’ms

of prapayphene prnttucts contain ,wpmn to help reheve the pasn
Your doctor should be advised If you have a histov of ulcers or II
you me r.akmg m anticoagulant I“blood thinner-l. The aspmin
may writaw the stomach Iimng am may cause blwdii, parncu-
lariy !f an uicer is present, .Nso, bteeding may Ixcur if you are
taking an anticoagulant. In a small group of peapie. zspirin may
cause an axthma attack. If wu are one of these people. & sure
your drug dries not cmtcain aspn.tm

The effect “f propaxypherm m pediatric pariem,s tinder 12 has
not be-en studied. Therefore, We of the drug m thm age :WUP M
-at recommended,

.Uso, due to the wsmble a.wmiation b+m.veenaspirin *nd ReYe
Syndrome, those propoxyphene products cmnt.atnmg aaplnn
should not be given b chddren, including teenagt!m. wtth chicken
Pox or flu uniem c.rescri bed bv a nhvsi clan. The followlnt?
prOpax@ene pi-die contains U-prii-

Dnrvon~ Compmand.65 (Pmpoxyphene Hydrnchlonde. .lspmn.
and Ca&eine, USP)

aot m,crenw. rhe
amount you take witho”[ your doctor’+ ;pprovaf. If :wu mxss a
&sa of b drug, do not take twnceas much the next ume.

Pmg-wtcy
Do not take propoxyphene during pregnancy unft!ss your doctor

knows you are pregnant and specifically recommends its use.
Cases of temporary dependence in the newborn have cccurmd
when the nmtbar has taken propoxyphene costswrently m the
weeks before delive~. .% a general principle, no chug should be
cake” during pregnancy unless it is clearly necessary.

General Cautions
Heavy use of afmhoi mth propoxyphene is hazardous *nd may

lead to overdosage symptoms (we ‘Overdose’ beiow ! THERE.
FORE, LIMIT YOUR fNTAKE OF ALCOHOL WlffLE T.4K-
~G PROPOXYPHENE.

Combinations of excesmve dosas of proumyptine. alcohol, md
tmnqudizem am dangerous. Make sm @r %cwr knowIJ if Y.U
me Zaking Cranqmlizem. $Ieep .uds. antidepressant ,irugs. mlL-
himamines, w my other dregs that m&e YOU<k’epy The a~e ,1
these drugg with pmpoxypimne increases them wdntwe e!~ects
and ,may lead m overdosage symptom% !nciuding deuth we
‘Overdose” !3010w1.

Propo~hene may cause drow~inesa or impmr . our men:al
‘mdlor physical abilities therefore. Ise czuuon when dnmne s
vehicle m operating dnngeroun machinery DO WIT perfcmn my
hah~rdous task ,.mcdyou have seen YOUIrespnsa ‘wthib drug.

pmpv~hene may increase the concentration m the body nf mL~-
!catitms. such as anticns@lanK “blood thinnam~, an,~depmessants.
w dru@swed !or epde~. The mwdt may bs exm%tivc or Idw,rse
etkct.s of these medications. MnKcsum your dorm knows ifyoo w
taking any of these madicatiotts.

D0peInd9trCa
You can become dependent on propaxyphene f YOUtake $t n

higher than recommended .Ioses over a long period of rime.
Dependence is a feeling of need ~or the drug md a feeling fhat
you cannot F&mm normally without it.

-... PROPOSED

-h%’

‘fur’’a’””po’=~ake sure vour hvor .Snows I YOu ave ever m dlerglc rmcuon :0 propayphene o

*

acemmmophert The tITect of pmpoxyphene in pedmmc pauems under 12 has not been studted
TlrcMcmc.use of (hc IJIu@ thw ~ge group ISnot recommended.

Jnctor’s ~pprovttl. [f>ou miss J dose of the drug, do not take twice M much the next timz

Pregn..cy

Do not mke pmpovPhsme dtumg pregnancy unless >our dOCKIC know :KIU se prew~[ md

WCIfiCdlY recommends m IUX.CJSes o(temporary dependence In [he ncu bom have occurred
when [hemmher has taken pmpoxyphmc consistently m the weeks before delive~. .AsJ general
pnncIplc, no dmg should be taken tlunng pregnancy (unlessit ISclearly necessary

GENERAL CAOTIONS
Heavy use of alcohol wh pro~xyphcne is hazardous and may lead to overdosage symptoms
(see OVERDOSE below), THEREFORE, LilvflT YOUR IWTAKE OF .\LCOHOL WWILE
TAKING PROPO~WfENE.

Combinations of excessive doses of pto~xyphcne. alcohol. and w!mqu!lizms we dangerous.
.Makesure your doctor knows If you m taking tmqulllizem siew filds. ~tidewss~t ~Ws.

m!ihmumirtes, or my Nhw dntgs {hat make you sleepy. The use ~i \hesc drugs with
propnxyphene incr?astx their +edmve tfTecrs omfmay lead m overdosage symptoms, )ncludillg

death tSee 0VERDO!3E below).

Ftopoxyphcne may :ause drnwsmess ar !mparr your mental ~or ph} sicd Jbilitlw the= fore.
use caution when dnt tng a veh!cle or opm’atin$ dangerous machine~. DO NOT ,pcrfmn my
bamdus lask wmi you have seen YOWresponse to !his drug.

Pmpoxyphene m~y incnxrse the cmtcenn-auon In [he hotfy ,-,imedicsuons. wch x .mt!cWJM~
(“blood Lhinnem’3,xmdeprcssams. or dregs USA for qxlqsv The resu II m~y 5e cxccsswc or
adverte etTccu of these med lcauons, Make sure your docror know~ if you .ue mkmg any of !hese
mediccmor.s.

DEPENDENCE
You cm bemme dependem on pmpex>phene if vou take :1in hl$iwr !hm recommended doses
over 1long PLWWCIo[r]mc. Dependence is a feeling of nefid for ,he wuz MIdJ :~cling Tha[: CIU
cannot pert”onnnonmdly w]thout L

OVERDOSE

(-c

m ~~ done or w!!h other Jmgs. :ncludmg alcohol. ~m~yause
weakness, dIff,cuhly m brcathtng, confusion. mxiety, md more set wc Wowsmess and ~:zzl~c$s
Extreme ~Ve.da~a$. ,naY 1,:~ (O““COnSCIOtIWWSSl“d death

If the pmpox>~hme product comams acetmnmoph en.[he overdosage s>mploms mcludc nausea.

]~ \
vomitmg, lack of.~~tirc. ,md Jbdommal pant Ltt er dama$e may occur men ~iler $>mpIoms
dwappear Death Cm occur days tter.

overt3080
n sovercosecot Llarvo .ilone or in mmbinatlon with wher

[n any suspected mwrdosiqte 3]Nat10fl, contact your doctor cmnearest hosp,tal emergent? room.
breathing, c.anfusmn. anxietv, .Ind more seven. drowsiness md GET E?4ERGENCY HELP l.MMEDIATELY.
,dizzmms. Extreme uverdassup may lead to unmnscxnwness lnd
death. .—

If the propuxyphene product contains ~cetammophen. the m.?r- ‘-’---l‘KEEP THIS DRL”G.WD .ALL DRL’GS OUT OF THE MACH OF (3 ILDREN
dcmags symptoms mck~de rmuxea, vomninq, !ack of Appetite. md

-r

—

~hdommai pare. Liver damage may occur even .Itler +rnploms POSSIBLE SIDE EFFECTS
Iisappear. Death can wcur days !mar

When the prcqmxyphene prcduct cent.wns mptn., symptoms o!’ When prOpOx)Qhene!s takens dmxled. side effects arc !nirequm. \mon$ Ihosc repofled .re

~.aking too much ,ofthe drug am headache, dlzzmess. rmgmc ?n dmwsmess. Jizzmesr,. mu $e&md vommng. [f these etkcts occw. i[ may help If you lie down
the ears, difficulty in hearkng, Jlm vMon. Confusmn, dmwsmcss. and rest. Less frequendy rqxrrted side ?ffecrs are const!p~tion. .hJom!nd pain. $kln rashes.
iwen; ing, thirst, rapid breathing, nausea, vom, ttng. ma. lightheadedness, hea.dxcbe.weakness. Itallucmauons, minor ITsud disturhmccs, ml feelings of
occasionally. dimhea.

In any wrapected <overdosage.ituation, contact .vour dwtor ‘w
elat:on or dlscom fort. [f side etT.ccrsoccur .md conccm YOII. ~Ont=l YOur dOctOr.

rmtresc hospmd emtmpncy mom. GET EMERGENCY HELP
,1

P THfS DRUG AND ALL DRUGS OLT- I)F–TH

4

/‘7
REACH OF THE PEDIATRIC POPULATION 7“ ‘-

Posaibie Sldc Effacfs
When propayphene u taken m directc?, side effects m mth-

J

quent. .%nongthose repurted me dmwsmess. dizzinesx, mmsea. md
,mmting, Mthwe eti ccaw it may help ifyou lie down .md rext.

Less fi’equentl? reported side r!Fects Jre conwipatlon. ]bdommsJ
pare. skin rashes. ~iqbtheadedness, headache, xmkness. “urilucma.
nom, mmor visual ,Iisturban!b. and leeiin~ nfelanon or aisamfort

if wde et%cts occur .md concern you, contact ! our ,icetor,



SIDE BY SIDE INSERT COMPARISON
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Other Information

The .,afe ana .tTecti%.e use of yopoxyphene depende m mm
taking (t rxmctly ,]s iirected. Thl$ ~ruq INISbeen prescn-ed

L

! f ‘, OTIIERINFOIWWTIOM
i Thewileand ciTcctwe use of ’pmpoxWhene depends on your ltddng ![exactly u d!rec!ed. T?us

+PecIf!cdI,v [’or :pu md your presentmnqdmn. Do nor JW ms / dmg hss been prcscnbed spscIficolly for you and your pt’swm condmon. Do not <1,e :Ius drug
,irug to ,,chers who may nave +milar :ymjxoms. IX 1101 ,.me ,: .or
~.nv ;th., r,z, c,r,

to others wbo may have simdar symptoms. Oe not we !I for my o[he: reason.

[Fjwu would like more ,mlornu!wn ,bnut pmpmyphene ).4
your doctor forphmmx, sc. ‘WY :mw’ J rn.re :echnicnl !eatlet

~ .lkL,L,LLyANo,~ “

/ ., If you would like !more :mfmnmtion about pmpoxyphene. md ksk :.our doclor or ?h~m:sr.
pro fewonw labebnc, wu nny rmm

(q

lky have a more :cchmcd kslet rpmfssslod !beling) YOUmay reed.
%k+cted Damon Products /’
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Differences between the proposed Mikart labeling for Propmyphene Napsylate and
AcetaminophenTablets/Capsules USP(100MG/500 MG)andtheapproved insertlabeling
forthereferencelisted drug,Darvocet-N (100MG/650MG), mannfacturedby E1iLillyand
Company.

1.

2.

3.

4.

5.

6.

7.

8.

9.

10.

11,

12.

13.

The reference listed drug insert isbar coded, while the propc)sed insertis not.

The reference listed drug states ‘(PV 1517 AMP” at the beginning an at the end of the
insert. Mikart’s proposed insert has a “Code 000000” at the beginning an at the end
of the proposed insert.

The reference listed drug also states “Literature revised Nov~mber 11, 1997”. The
proposed insert states “Rev.05/00”

The product name for the proposed drug product is Propoxyphene Napsylate and
Acetaminophen Tablets/Capsules USP (100 MG/500 NIG). The reference listed
drug name is Darvocet-N 50 and Darvocet-N 100.

The reference listed drug insert addresses the mg and pmol dosage amounts for both
active ingredients in the Darvocet-N 50 and Darvocet-N 100. The proposed insert
does not.

The proposed Mikart insert label contains the statement “Rx only” as required by the
FDA Modernization Act of 1997. The reference listed drug insert does not contain
this statement.

The proposed insert has the description, structure, chemical formula, and molecular
weight of acetaminophen. The reference listed drug insert dc)es not contain these
items.

Under ACTIONS, the reference listed drug insert reads “Darvocet-N 50 and Darvocet-N
100 provide the analgesic activity. . .“ whereas, the proposed insert reads “Propoxyphene
Napsylate and Acetaminophen Tablets/Capsules provide the analgesic activity. . .“

Under INDIC.4TIONS, the reference listed drug states “These products. . .“ whereas
the proposed insert states “This product. . .“

Under DOSAGE AND ADMINISTRATION, the reference listed drug states “These
products, . .“ whereas the proposed insert states “This prclduct. . .”

The dosage of acetaminophen is 650 mg in the reference listed drug, Darvocet-N 100.
The dosage of acetaminophen in the proposed product is 500 mg.

The reference listed drug refers to Darvon. The proposed insert has replaced the word
“Darvon” with “Propoxyphene”.

The reference listed drug insert states “Darvon@ N Tablets (No. 1890) are available in”.
The proposed drug insert states “Propoxyphene Napsylate and Acetaminophen
Tablets/Capsules”.
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14.

15.

16.

17.

18.

19.

20.

21.

22,

23.

24.

25.

26.

The proposed insert has a separate section entitled “Patient In.formation”. The reference
drug has “Patient Information Sheet”.

The reference listed drug insert addresses the inclusion of aspirin in Darvon and the
precautions and dangers regarding aspirin. The proposed insert does not address aspirin
in anyway in that the proposed drug product contains only propoxyphene napsylate and
acetaminophen.

The reference listed drug insert states in the Overdose section ‘“Anoverdose of Darvon..”
whereas the proposed insert states “An overdose of propoxyphene. .“

The reference listed drug insert states “KEEP THIS DRUG AND ALL DRUGS OUT OF
THE REACH OF THE PEDIATRIC POPULATION”. The proposed insert states
“KEEP THIS AND ALL DRUGS OUT OF THE REACH OF CHILDREN’.

The reference listed drug contains a Selected Darvon Products section, The proposed
insert does not.

The proposed inset has a Dosage Form section. The reference listed drug insert does
not.

The proposed insert has a Shape, Color, and Scoring section. The reference listed
drug insert does not.

The proposed insert has a Storage section. The reference listed drug insert does not.

The proposed insert has a Dispensing section. The reference listed drug insert does
not.

The reference listed drug insert reads “ELI LILLY AND COMPANY. . .“ whereas
the proposed insert reads “Manufactured by: Mikart, Inc. . .“.

The reference listed drug states “GEli Lilly and Company 1972, 1996”.

The reference listed drug insert has “PRINTED IN USA”. The proposed insert does
not have this statement.

Under DOSAGE AND ADMINISTRATION, the reference listed drug states “The
maximum recommended dose of propoxyphene napsylate is 600 mg per day whereas
the proposed insert states “not to exceed 6 tablets/capsules in 24 hours.”




